fbdeid  feoister 


FRIDAY,  JULY  25,  1975 

WASHINGTON,  D.C. 

Volume  40  ■  Number  144 

PART  11 


DEPARTMENT  OF 
HEALTH, 

EDUCATION,  AND 
WELFARE 

Food  and  Drug  Administration 


RADIOACTIVE  DRUGS 
AND  RADIOACTIVE 
BIOLOGICAL  PRODUCTS 


31298 


RULES  AND  REGULATIONS 


Title  21 — Food  and  Drugs 

CHAPTER  I— FOOD  AND  DRUG  ADMINIS¬ 
TRATION,  DEPARTMENT  OF  HEALTH, 

EDUCATION,  AND  WELFARE 

(Docket  No.  76N-0067J 

RADIOACTIVE  NEW  DRUGS  AND 
RADIOACTIVE  BIOLOGICS 

Termination  of  Exemptions 

In  a  notice  of  proposed  rule  making 
published  in  the  Federal  Register  of 
July  29, 1974  (39  FR  27538) ,  the  Commis¬ 
sioner  of  Food  and  Drugs  proposed  to 
terminate  the  present  exemption  for 
radioactive  new  drugs  (including  radio¬ 
active  biological  products)  for  investiga¬ 
tional  use  from  new  drug  requirements 
and  classify,  by  use,  radioactive  drugs 
either  as  “new  drugs”  or  as  generally 
recognized  as  safe  and  effective  for  their 
intended  use  and  therefore  not  “new 
drugs”  when  tised  under  the  conditions 
specified.  Interested  perstms  were  in¬ 
vited  to  aibmit  comments  on  the  proposal 
by  September  27,  1974. 

The  Commissioner  of  Food  and  Drugs 
is  terminating  the  present  exemption  for 
radioactive  drugs,  including  radioactive 
biological  products,  from  the  investiga¬ 
tional  new  drug  requirements  of  the  Fed¬ 
eral  Food,  Drug,  and  Cosmetic  Act.  The 
Food  and  Drug  Administration  (FDA)  is 
establishing  regulations  to  assure  that 
after  August  25,  1975  all  radioactive 
drugs,  except  those  for  certain  research 
uses,  introduced  into  interstate  commerce 
are  subject  to  a  “Notice  of  Claimed  In¬ 
vestigational  Exemption  for  a  New  Drug” 
(IND),  an  approved  new  drug  applica¬ 
tion  (NDA),  or  a  biological  product 
license.  In  addition,  the  FDA  is  estab¬ 
lishing  regulations  setting  forth  specific 
conditions  under  which  radioactive  drugs 
for  certain  research  uses,  other  than 
clinical  trials  to  detennine  safety  and  ef¬ 
fectiveness,  are  not  subject  to  the  new 
drug  requirements  of  the  act. 

The  Commissioner,  for  the  purpose  of 
an  orderly  development  of  regulations 
relating  to  the  establishment  of  proce¬ 
dures  for  codifying  old  drug  monographs 
for  prescription  drugs  which  are  gen¬ 
erally  recognized  as  safe  and  effective 
and  not  misbranded,  has  redesignated 
proposed  new  21  CFR  Part  370  as  21  CFR 
Part  361  and  limited  it  to  drugs  used 
in  research.  All  future  old  drug  mono¬ 
graphs  for  such  drugs  will  be  incor¬ 
porated  into  Part  361. 

The  U.S.  Nuclear  Regulatory  Commis¬ 
sion  (NRC),  a  new  agency  created  by 
Pub.  L.  93-438  and  Executive  Order 
11834,  assumed  the  licensing  and  related 
regulatory  responsibilities  of  the  former 
At<Mnic  Energy  Commission  (AEC)  on 
January  19,  1975.  To  conform  to  this 
organizational  change,  all  references  to 
the  AEC  in  this  regulation  and  in  the 
preamble  have  been  changed  to  the  NRC. 
In  the  quotation  from  and  discussion  of 
comments  received  from  members  of  the 
public  on  this  proposed  regulation,  refer¬ 
ences  to  the  AEC  have  been  changed  to 
the  NRC  even  though  the  comments 
frcwn  the  public  were  made  prior  to  the 
orgiinizational  change. 

Elsewhere  in  this  issue  of  the  Federal 
Register  the  Commissioner  is  Issuing  an 


order  effecting  a  transfer  of  responsi¬ 
bility  for  radioactive  biological  products 
from  the  Bureau  of  Biologies  to  the 
Bureau  of  Drugs. 

Comments  on  the  proposal  were  re¬ 
ceived  from  21  different  sources;  namely, 
hospitals,  universities,  professicmal  orga¬ 
nizations,  trade  associations,  manufac¬ 
turers,  Agreement  States  (Le.,  States 
which,  under  formal  agreement  with  the 
NRC,  are  authorized  to  license,  under 
Federal  law,  persons  engaged  in  the  pos¬ 
session,  use,  or  transfer  of  reactor-pro¬ 
duced  radionuclides  in  their  respective 
states) ,  and  State  health  departments. 

The  major  areas  of  concern  as  ex¬ 
pressed  by  the  comments  were  the  com¬ 
position  of  the  Radioactive  Drug  Re¬ 
search  Committee  (profiosed  as  the 
Radiation  Safety  Committee) ,  the  use  of 
State  advisory  committees,  radiation 
dosimetry,  procedures  for  providing  the 
summary  of  information  on  radioactive 
drugs  for  investigational  use  and  the 
“Report  on  Research  Use  of  Radioactive 
Drug”  to  the  NRC  and  ai^ropriate 
Agreement  States,  limitation  on  pduu*- 
macological  dose  for  research  not  under 
an  IND,  and  the  applicability  of  the 
propKJsed  regulation  to  radiopharmacies. 
Eight  comments  supported  the  proposal 
in  principle  but  offered  suggestions  for 
modification,  clarification,  and  addition 
to  some  areas.  The  principal  comments 
received  and  the  Commission’s  conclu¬ 
sions  are  as  follows: 

Definition  of  a  Radioactive  Drug 

1.  One  comment  pointed  out  that  in 
§  312.1  the  addition^  Information  to  be 
supplied  in  new  items  6.d,  10.a,  and  16 
of  Form  FD-1571  is  required  only  if  the 
investigational  drug  is  a  “radioactive 
drug”  but  the  term  “radioactive  drug”  is 
not  defined  in  the  proposed  regulation. 

The  Commissioner  has  determined 
that  a  “radioactive  drug”  is  any  sub¬ 
stance  defined  as  a  drug  in  section  201 
(g)(1)  of  the  Federal  Food,  Drug,  and 
Cosmetic  Act  which  exihibits  spontane¬ 
ous  disintegration  of  unstable  nuclei 
with  the  emission  of  nuclear  particles  or 
photons  and  includes  any  nonradioactive 
reagent  kit  or  nuclide  generator  which 
is  intended  to  be  used  in  the  preparation 
of  any  such  substance.  The  term  “radio¬ 
active  drug”  Includes  a  “radioactive 
biological  product”  as  defined  in  21  CFR 
600.3(ee).  This  definition  does  not  in¬ 
clude  drugs  such  as  carbon-containing 
compounds  or  potassium-containing  salts 
which  contain  trace  quantities  of  na¬ 
turally  occurring  radionuclides.  Section 
310.3  has  been  amended  to  include  this 
definition  in  paragraph  (n) . 

IND  Requirements  for  Radioactive 
New  Drugs 

2.  Several  comments  suggested  that 
the  Summary  of  Information  as  required 
by  §  312.1  be  forwarded  directly  by  the 
manufacturer  to  the  NRC  or  Agreement 
States  rather  than  by  the  Food  and  Drug 
Administration.  Such  a  procedure  would 
enhance  the  manufacturer’s  efforts  to 
protect  the  confidentiality  of  any  pro¬ 
prietary  information  contained  in  the 
summary,  would  free  the  FDA  from 
further  administrative  workload,  and 


would  eliminate  the  possibility  of  ad¬ 
ministrative  delays  in  forwarding  the 
necessary  information  to  the  NRC  or 
Agreement  States.  Comments  also 
pointed  out  that  the  pn^osed  regula¬ 
tion  does  not  provide  a  procedure  for 
notifsring  the  NRC  and  Agreement  State 
authorities  that  the  FDA  has  approved 
an  NDA  or  Issued  a  biological  product 
license. 

This  proposed  regulation  was  not  in¬ 
tended  to  preclude  the  sponsor  from  for¬ 
warding  toe  Summary  of  Information 
directly  to  toe  NRC  or  Agreement  States. 
The  proposal  was  merely  a  service  which 
FDA  would  provide  to  IND  sponsors  and 
to  the  Federal  and  State  licensing  agen¬ 
cies  to  expedite  the  processing  of  li¬ 
censing  applications.  The  Summary  of 
Information  serves  no  regulatory  pur¬ 
pose  for  toe  FDA.  Failure  of  toe  IND 
sponsor  to  submit  toe  Summary  of  In¬ 
formation,  or  to  authorize  its  release  to 
licensing  agencies,  would  not  alter  the 
status  of  toe  IND. 

The  Commissioner  had  Intended  that 
the  release  of  the  Summary  of  Informa¬ 
tion  to  Federal  and  State  licensing  bod¬ 
ies  would  not  waive  any  confidentiality 
to  which  toe  sponsor  of  toe  IND  would 
be  entitled  under  toe  FDA  Public  Infor¬ 
mation  regulations  (21  CFR  Part  4;  21 
CFR  312.4;  and  21  CFR  314.14).  Under 
these  regulations,  FDA  records  which 
are  normally  exempt  from  disclosure 
(e.g.,  existence  and  contents  of  an  IND) 
may  be  disclosed,  without  requiring  dis¬ 
closure  to  the  public  at  large,  to  a  de¬ 
partment  or  agency  that  has  concurrent 
Jurisdiction  over  toe  matter  and  separate 
legal  authority  to  obtain  toe  specific  in¬ 
formation  Involved,  21  CFR  4.84.  The 
NRC  (and  through  it,  the  Agreement 
States)  would  satisfy  these  criteria.  The 
regulations  require,  however,  that  such 
disclosure  “be  pursuant  to  an  agreement 
that  toe  record  shall  not  be  further  dis¬ 
closed  by  the  otoer  department  or  agency 
except  with  the  written  permission  of 
toe  Food  and  Drug  Administration.”  The 
NRC  has  informed  the  FDA  that  it  would 
not  agree  to  this  restriction  and  would 
not  assure  any  confidential  treatment 
for  toe  Summary  of  Information. 

The  Commissioner  believes  that,  under 
these  circumstances,  retaining  toe  Siun- 
maiy  of  Information  would  not  be  justi¬ 
fied  because  the  administrative  problems 
which  would  arise  are  too  numerous. 
First,  separate  agreements  would  be  re¬ 
quired  for  each  of  toe  25  Agreement 
States;  besides  the  practical  di£Bculties 
involved,  toe  legaUty  of  these  agreements 
would  be  in  doubt,  since  the  Agreement 
States  derive  authority  from  the  NRC. 
Secondly,  each  IND  submission  with  a 
Summary  of  Information  would  have  to 
be  examined  to  determine  in  which  states 
toe  IND  drug  might  be  used;  those  with 
agreements  for  confidentiality  would  be 
notified,  but  those  without,  and  those 
under  NRC  jurisdiction,  would  not  be 
notified.  In  short,  providing  this  service 
would  become  very  complicated.  One  al¬ 
ternative,  to  provide  that  an  explicit 
waiver  of  confidentiality  be  signed  by 
toe  IND  siiKmsor  if  he  chose  to  submit 
toe  Summary  ol  Bifonnation,  seemed 
unlikely  to  generate  a  significant  num- 
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ber  of  cases  In  \vhieli  FDA  could  dlscloss 
the  Summaiy  of  Information.  It  might 
also  confuse  sponsors  and  lead  to  er¬ 
roneous  or  unintended  waivers. 

Therefore  the  Commissioner  has  de¬ 
leted  Item  16  from  the  proposed  amend¬ 
ments  to  IND  Form  PD-1571  and  item 
6.1  and  Item  4.1  from  the  proposed  amend¬ 
ments  to  Forms  FD-1572  and  FD-1573, 
respectively.  The  Commissioner  advises 
that  he  remains  quite  willing  to  adopt  a 
procedure  for  providing  Information  re¬ 
garding  IND’s  directly  to  Federal  and 
State  agencies  if  and  when  all  such  agen¬ 
cies  agree  not  to  disclose  any  confidential 
information  so  provided  without  the 
written  permission  of  the  FDA. 

The  Commissioner  hdvlses  that  the 
FDA  has  notified  Agreement  States  and 
the  NRC  of  all  existing  approved  NDA’s 
and  biological  product  licenses  for  radio¬ 
active  drugs  and  radioactive  biological 
products.  Procedures  have  been  estab¬ 
lished  to  continue  to  notify  the  NRC  and 
all  Agreement  States  of  all  new  approvals 
of  NDA’s  for  radioactive  drugs  and  radio¬ 
active  biological  products.  These  pro¬ 
cedures  do  not,  however,  preclude  an 
applicant  from  notifying  the  NRC  or  an 
Agrreement  State  of  an  NDA  approval. 

3.  One  comment  suggrested  that  $  312.1 

should  Include  concise  and  complete  de¬ 
tails  for  an  acceptable  protocol  and 
pointed  out  that  such  areas  as  dosimetry, 
expected  or  documented  clearance  rates, 
and  rationale  of  diagnosis  or  therapy 
were  not  contained  In  the  new  proposed 
rules.  « 

The  Commissioner  is  of  the  opinion 
that  the  present  IND  regulations 
(§  312.1)  and  Form  FD-1571  with  the 
additions  set  forth  In  the  proposal,  are 
adequate  as  requirements  for  the  devel¬ 
opment  of  a  protocol  for  producing  well- 
controUed  clinical  data  on  radioactive 
drugs.  Each  protocol  for  an  IND  study 
for  a  radioactive  drug  wll  be  evaluated 
individually.  In  {  312.1,  Item  10.a  of  Form 
FD-1571  requires  that  the  protocol  in¬ 
clude  studies  which  will  obtain  sufBcient 
data  for  dosimetry  calculations  and  tliat 
these  studies  should  evaluate  the  excre¬ 
tion,  whole  body  retention,  and  organ 
distribution  of  the  radioactive  material. 
The  FDA  is  ourrwitly  preparing  guide¬ 
lines  for  research  protocols  mi  radio¬ 
active  drugs;  the  Radioactive  Pharma¬ 
ceuticals  Advisory  Committee  is  assisting 
In  this  and.  as  drafts  are  developed,  Uiey 
will  be  discussed  in  open  sessions  of  that 
advisory  committee.  When  adopted, 
these  guidelines  will  be  available  from 
the  Agency. 

4.  One  comment  questioned  whether 
it  was  necessanr  to  amend  or  otherwise 
alter  an  existing  IND  for  a  nonradlosu;- 
tive  investigational  new  drug  if  the  drug 
is  “tagged”  with  a  radioactive  element  in 
accordance  wlUi  the  limitations  set  forth 
In  proposed  {370.100.  The  comment  also 
expressed  the  opinion  that.  If  an  in¬ 
vestigational  drug  is  “tagged”  and  ad¬ 
ministered  at  or  near  a  pharmacologic 
dose,  the  new  information  required  in 
Itmns  6.d  and  10.a  of  Form  FD-1571 
should  be  submitted  as  an  amendment  to 
the  existing  IND  and  a  new  IND  should 
not  be  required. 


The  Commissioner  concludes  that  it  Is 
not  necessary  to  amend  an  existing  IND 
for  a  nonradloactlve  investigational  new 
drug  If  the  drug  is  “tagged”  with  a  ra¬ 
dionuclide  in  accordance  with  the  lim¬ 
itations  set  forth  in  1 361.1  (proposed 
{ 370.100) ,  and  the  specific  research 
rtudy  is  within  the  purposes  set  forth  by 
that  section.  The  results  of  the  research 
study  using  the  “tagged”  compoimd 
must,  however,  be  submitted  to  the  ex¬ 
isting  IND.  If  pharmacological  data  are 
not  sufBcient  to  permit  compliance  with 
the  requirements  of  {  361.1,  It  would  of 
course  be  necessary  to  submit  a  new  IND 
or,  preferably,  to  amend  the  existing  IND 
for  the  nonradloactlve  investigational 
new  drug  to  conduct  a  study  on  the  drug 
“tagged”  with  a  radionuclide,  even 
though  the  radioactivity  limits  set  forth 
in  i  361.1  are  met  To  amend  an  IND  in 
this  way,  the  Information  required  in 
items  6.d  and  lO.a  of  Form  FD-1571  must 
be  submitted. 

5.  One  comment  suggested  that,  to  as¬ 
sist  the  Federal  and  State  regulatory 
agencies  in  fulfilling  their  responsibility 
for  licensing  the  use  of  radioactive  ma¬ 
terials,  the  Summary  of  Information  re¬ 
quired  In  Form  FD-1571  should  be  ex¬ 
panded  to  Include;  Information  describ¬ 
ing  the  plan  of  Investigation  In  sufficient 
detail  to  permit  a  critical  evaluation  of 
the  methods  and  controls  to  be  used;  an 
indication  as  to  whether  any  comple¬ 
mentary  drug  or  radionuclide  adminis¬ 
tration  Is  planned  or  contemplated  In 
conjunction  with  the  study;  an  Indica¬ 
tion  of  the  expected  fate  of  the  radio¬ 
pharmaceutical  administered;  if  for 
therapeutic  purposes,  an  Indication  of 
the  expected  effects;  and  calculations  of 
the  radiation  doses  delivered  to  the 
whole  body  and  to  the  critical  organ(s) . 

As  stat^  In  paragraph  2  above,  the 
Commissioner  has  deleted  item  16  (Sum¬ 
mary  of  Information)  from  the  amend¬ 
ments 'to  IND  Form  FD-1571.  Informa¬ 
tion  needed  by  the  NRC  and  Agreement 
States  for  licensing  purposes  must  be  ob¬ 
tained  from  the  IND  sponsors. 

6.  (^e  comment  suggested  that,  al¬ 
though  radiopharmaceuticals  are  rela¬ 
tively  simple  organic  compounds  with 
little  or  no  toxicological/pharmaceutical 
activity  and  may  not  require  chronic 
toxicity  studies,  the  regulations  should 
require  semichronic  toxicity  studies  in 
anticipation  that  radiopharmaceuticals 
may,  in  the  near  future,  be  considerably 
more  complex. 

The  Commissioner  recognizes  that  an 
IND  for  radioactive  drugs  may  In  some 
cases  require  chronic  or  subacute  toxicity 
studies.  The  preamble  to  the  proposed 
regulations  only  noted  that  chronic 
toxicity  studies  may  not  be  required  for 
some  radioactive  drugs.  The  requirements 
for  any  IND  will  depend  on  the  specific 
nature  of  the  drug  and  Its  proposed  uses. 

7.  One  conunent  argued  that  the  pro¬ 
posed  regulations  failed  to  distinguish 
between  “hot”  (radioactive)  and  “cold” 
(nonradloactlve)  pharmaceuticals  uid 
tetween  diagnostic  and  therapeutic 
agents  by  applying  to  radioactive  phar¬ 
maceuticals  the  same  clearance  proce¬ 
dures  applicable  to  nonradloactlve  phar¬ 


maceuticals.  The  commit  further  sug¬ 
gested  that  a  definitive  statement  was 
needed  recognizing  the  difference  be¬ 
tween  these  two  types  of  pharmaceuti¬ 
cals.  as  well  as  clear  guidelines  setting 
forth  a  workable  format  from  which 
manufacturers  cam  fashion  their  studies 
to  comply  with  investigational  new  drug 
as  well  as  new  drug  application  require¬ 
ments.  These  guidelines  shoiild  be  specif¬ 
ically  tailored  to  reflect  realistically  the 
unique  problems  in  the  field  of  radio¬ 
pharmaceuticals. 

The  Commissioner  realizes  that  IND 
requirements  for  radioactive  drugs  will 
differ  In  various  ways  from  those  Involv¬ 
ing  nonradloactlve  drugs,  and  this  Is 
clearly  stated  in  the  preamble  to  the 
propo^  regulations.  This  sltuatlmi  is 
not  unique,  however,  since  requirements 
for  one  nonradloactlve  drug  may  differ 
sharply  from  those  for  a  different  non¬ 
radloactlve  drug.  The  requirements  of 
§  312.1  are  general  requirements  and  are 
regularly  adapted  as  appropriate  for 
sbecific  drugs.  The  FDA  Is  currently  In 
the  process  of  drafting  guidelines  for 
conducting  clinical  trials  involving  radio¬ 
active  drugs. 

NDA  Requirements  for  Radioactive  New 
Drugs  Generally 

8.  One  comment  questioned  whether  or 
not  a  mechanism  had  been  established 
for  filing  abbreviated  new  drug  applica¬ 
tions  for  diagnostic  radiopharmaceu¬ 
ticals. 

The  Commissioner  advises  that  no 
mechanism  has  been  established  yet  for 
submitting  an  abbreviated  new  drug  ap¬ 
plication  for  a  radioactive  drug.  The 
Commissioner  recognizes,  however,  that 
the  amount  of  clinical  data  necessary  to 
approve  an  NDA  varies  among  radio¬ 
active  drugs,  depending  on  several  fac¬ 
tors.  Applicants  are  Invited  to  meet  with 
representatives  of  the  FDA.  Bureau  of 
Drugs,  Division  of  Oncology  and  Radio¬ 
pharmaceutical  Drug  Products,  to  dis¬ 
cuss  the  amoimt  of  data  needed  prior  to 
submission  of  an  NDA. 

9.  One  cetnment  suggested  that  there 
be  a  mechanism  whereby  previous  work 
performed  imder  an  IND  or  an  NDA 
could  be  referenced  for  a  radiopharma¬ 
ceutical  for  which  a  new  use  is  being 
developed,  provided  the  previous  work  Is 
applicable  to  the  new  use. 

The  Commissioner  advises  that  previ¬ 
ous  unpublished  studies  relating  to  a 
radioactive  drug  for  which  a  new  use  is 
being  developed  may  be  Incorporated  by 
reference  from  one  IND  or  NDA  file  Into 
another  only  If  the  sponsor  of  the  previ¬ 
ous  IND  or  applicant  of  the  previous  NDA 
authorizes  the  new  sponsor  or  applicant 
to  use  these  data. 

NDA  Requirements  for  C^ertain 
Radioactive  New  Drugs 

10.  One  comment  Indicated  that,  at  the 
outset  of  the  preamble  to  the  proposal,  a 
statement  Is  made  that  “any  radiophar¬ 
maceutical  which  is  not  a  ‘new  drug,’  l.e.. 
when  used  imder  the  conditions  specified, 
will  require  neither  an  IND  nor  an  NDA. 
but  will  require  certain  documentation  to 
establish  that  the  drug  Is  in  fact  being 
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used  under  the  conditions  set  forth  in  the 
regulation.”  The  proposed  rules  then  go 
on  to  set  dates  for  the  filing  of  an  NDA 
for  all  radioactive  pharmaceuticals  with 
well-established  medical  uses.  The  com¬ 
ment  requested  clarification  as  to  how 
those  pharmaceuticals  listed  in  S  310.503 
(f)  (1)  relate  to  those  referred  to  above. 

The  Commissioner  advises  that 
S  310.503(f)  (1)  lists  a  group  of  new 
drugs,  reactor-produced  radionuclides 
and  their  chemi<^  forms,  which  the  FDA 
and  the  NRC  have  determined  have  well- 
established  medical  uses.  In  view  of  the 
extent  of  experience  with  drugs  con¬ 
taining  these  radionuclides,  the  FDA  and 
the  NRC  have  concluded  that  they  should 
not  be  distributed  under  investigational 
use  labeling  when  they  are  actually  in¬ 
tended  for  use  in  medical  practice.  Such 
drug  products  have  not  been  used  to  a 
material  extent  or  for  a  material  time 
and  are  not  yet  regarded  as  generally 
recognized  as  safe  and  effective  for  their 
labeled  indications.  However,  it  may  rea¬ 
sonably  be  expected  that  adequate  evi¬ 
dence  of  safety  and  effectiveness  can  be 
submitted  by  manufacturers  and  distrib¬ 
utors  for  use  of  these  drugs  as  recom¬ 
mended  in  appropriate  labeling.  In  order 
to  continue  shipping  in  interstate  com¬ 
merce  drugs  containing  these  radionu¬ 
clides,  manufacturers  and  distributors 
must  submit  an  NDA,  IND,  or  applica¬ 
tion  for  a  biological  product  license,  on 
or  before  August  25,  1975.  An  IND  will 
not,  however,  permit  continued  commer¬ 
cial  marketing  of  these  drugs. 

On  the  other  hand,  §  361.1  (proposed  as 
§  370.100)  specifies  conditions  under 
which  radioactive  drugs  are  generally 
recognized  as  safe  and  effective  and 
therefore  are  not  new  diugs.  Such  drugs 
do  not  require  an  NDA,  biological  product 
license,  or  IND.  The  statement  quoted  in 
the  comment  referred  to  the  fact  that, 
for  these  drugs,  reports  will  be  required 
(in  the  form  of  annual  or  special  reports 
from  the  Radioactive  Dnig  Research 
CoQunittee  (see  paragraph  29) )  to  assure 
FDA  that  use  of  the  drug  remains  within 
the  conditions  under  which  the  drug  is 
generally  recognized  as  safe  and  effective. 

11.  One  comment  questioned  whether 
the  December  31,  1974  deadline  for  sub¬ 
mission  of  NDA’s  applies  only  to  those 
radioactive  drugs  listed  in  “S  130(c)  of 
the  November  13, 1971  Federal  Register” 
and  in  the  table  Included  in  S  310.503(f) 

( 1)  of  the  July  29, 1974  proposal. 

The  Commissioner  assmnes  that  the 
comment  meant  to  refer  to  130.49(c) 
in  the  Federal  Register  of  November  3, 
1971”  instead  of  ”S  130(c)  in  the  Federal 
Register  of  November  13, 1971.”  The  De¬ 
cember  31, 1974  deadline  set  forth  in  the 
July  29,  1974  proposal  for  submission  of 
an  NDA,  IND,  application  for  a  biolog¬ 
ical  product  license  applies  only  to  drug 
products,  including  biological  products, 
which  contain  any  of  the  radionuclides 
listed  in  S  310.503(f)  (1)  in  the  “Chemical 
form”  listed  and  for  the  indications 
listed.  This  deadline  has  now  been  ex¬ 
tended  to  August  25, 1975.  The  purpose  of 
thU  deadline  is  to  allow  manufacturers 
and  distributors  who  are  currently  mar¬ 
keting  drug  products  containing  any  of 


the  radionuclides  listed  In  S  310.503(f)  (1) 
time  to  submit  to  the  FDA  information 
necessary  for  oontinned  marketing  of 
these  products.  Dlls  deadline  is  not  ap¬ 
plicable  to  drug  products,  including  bio¬ 
logical  products,  containing  any  of  the 
radionuclides  listed  in  i  310.503(c)  (for¬ 
merly  §  130.49(c)).  Manufacturers  and 
distributors  were  given  until  March  3, 
1972  to  submit  an  NDA,  IND,  or  applica¬ 
tion  for  a  biological  product  license  to' 
continue  distribution  of  those  products 
for  any  of  the  indications  listed. 

12.  One  comment  pointed  out  that  the 
November  1971  regulations  allowed  the 
submission  of  a  new  drug  application  for 
an  existing  product  without  requiring 
the  prior  submission  of  either  clinical 
data  or  an  Investigational  new  drug  ap¬ 
plication  and  questioned  whether  such 
a  policy  was  still  in  effect. 

Die  Commissioner  advises  that  this 
p>olicy  is  applicable  to  those  radioactive 
drugs  listed  in  §  310.503(f)  (1) .  These  are 
products  which  the  FDA  and  the  NRC 
consider  to  have  well-established  medi¬ 
cal  uses.  The  Commissioner  has  con¬ 
cluded  that  manufacturers  and  distribu¬ 
tors  of  these  drugs  may  reasonably  be 
expected  to  be  able  to  submit  adequate 
evidence  of  safety  and  effectiveness  for 
use  as  recommended  in  appropriate 
labeling  without  conducting  additional 
clinical  studies  to  obtain  such  data.  The 
policy  is  the  same  as  that  annoimced 
in  the  November  3, 1971  order  for  similar 
radioactive  drugs. 

13.  One  comment  stated  that  this  pro¬ 
posal  “would  create  a  new  structure,  on 
a  temporary  basis,  to  regulate  a  rela¬ 
tively  small  number  of  drugs.”  The  com¬ 
ment  further  stated  that  “it  may,  be 
more  effective  to  require  immediate  sub¬ 
mission  of  an  IND  and  to  permit  the 
drug’s  continued  use  in  interstate  com¬ 
merce  for  a  shorter  period  under  the 
same  circumstances  as  it  had  been 
thereto  used.” 

The  Commissioner  assumes  that  the 
comment  is  in  reference  to  S  310.503 
which  lists  a  group  of  new  drugs, 
reactor-produced  radionuclides  and 
their  chonical  forms,  which  the  FDA  and 
the  NRC  determined  have  wdl-estab- 
lished  medical  uses.  No  new  structure 
is  proposed  to  deal  with  these  drugs.  In 
view  of  the  extent  of  experience  with  the 
radionuclides  listed  in  §  310303(f)(1), 
the  FDA  and  NRC  concluded  that  they 
should  not  be  distributed  under  investi¬ 
gational  use  labeling  when  they  are 
actually  intended  for  use  in  medical 
practice,  and  that  manufacturers  and 
distributors  may  reasonably  be  expected 
to  submit  adequate  evidence  of  safety 
and  effectiveness  for  use  as  recom¬ 
mended  in  appropriate  labeling.  To  con¬ 
tinue  shipping  drugs  containing  these 
radionuclides  in  interstate  commerce  an 
NDA,  IND,  or  application  for  a  biological 
product  license,  must  be  submitted.  An 
IND  will  not,  however,  permit  continued 
commercial  marketing  of  these  drugs. 

14.  One  comment  requested  clarifica¬ 
tion  as  to  what  effect,  if  any,  the  re¬ 
vision  of  S  310.503  would  have  on  lists 
of  “well-established  uses”  which  many 
Agreement  States  have  developed  but 


which  do  not  totally  agree  with  those  of 
the  NRC.  Another  comment  proposed  the 
addition  of  Indium-113m  to  the  list  in 
S  310.503(f)(1). 

Die  Commissioner  has  determined 
that  only  those  radioactive  drugs  listed 
under  8  310.503  shall  be  considered  by 
the  FDA  to  have  well-established  uses 
In  medical  practice.  In  the  preamble  to 
the  proposal,  the  Commissioner  invited 
any  person  who  believed  that  other 
radiocu:tive  drugs  are  widely  used  in 
medical  practice  and  should  be  added  to 
this  list  to  submit  comments  and  data 
proposing  and  Justifying  the  addition  of 
such  drugs.  The  request  for  addition  of 
the  isotope  Indlum-113m  to  the  well- 
establish^  list  was  submitted.  The  data 
submitted  In  sui^rt  of  the  request 
(which  Is  on  display  in  the  Hearing 
Clerk’s  office)  have  been  reviewed,  the 
Radioactive  Pharmaceutlcids  Advisory 
Committee  consulted,  and  the  request 
approved.  Section  3 10.503 (f )  (1)  has 
been  modified  accordingly. 

15.  A  comment  requested  that  the  reg¬ 
ulations  for  radiocM^tive  new  drugs  in¬ 
clude  provisions  to  clarify  the  require¬ 
ments  regarding  reactor-produced  by¬ 
product  materials  when  such  products 
are  processed  and  shipped  in  bulk  to 
other  manufacturers  for  reprocessing 
into  finished  drug  forms. 

The  Commissioner  advises  that  bulk 
byproduct  materials  intended  for  proc¬ 
essing,  repacking  or  use  in  the  manufac¬ 
ture  of  another  drug  shall  be  processed, 
shipped,  and  labeled  in  compliance  with 
21  CFR  201.122  (formerly  21  CPR  1.106 
(D). 

Nuclear  Pharjeact  Issue 

16.  One  comment' questioned  whether 
the  FDA  had  jurisdiction  over  radioac¬ 
tive  drugs,  in  the  inv^igational  stage  or 
for  well-established  medical  uses,  that 
are  prepared  by  the  using  i^sician  and 
qualified  associate  staff  rather  than  pro¬ 
cured  from  a  commercial  pharmaceutical 
concern.  The  comment  further  stated 
that  the  provision  of  nuclear  medicine 
services  and  the  continued  development 
of  techniques,  methods  and  products 
would  be  severely  inhibited  by  requiring 
an  IND  or  NDA  under  such  circum¬ 
stances,  particularly  in  the  larger  clinical 
and  research  centers  where  much  of  the 
innovative  and  developmental  advances 
evolve.  Another  comment  questioned 
whether  the  proposed  regulation  was  ap¬ 
plicable  to  those  so-called  “regional  ra- 
dlopharmacies”  which  manufacture  their 
own  radioactive  drugs  including  the  non- 
radioactive  components. 

Elsewhere  in  this  issue  of  the  Federal 
Register,  the  CTommissioner  is  issuing  a 
notice  regarding  the  Food  and  Drug  Ad¬ 
ministration’s  policy  on  the  “nuclear 
phannacy”  issue. 

Requirements  For  Research  Uses  of 

Radioactive  Drugs  Generally  Recog¬ 
nized  AS  Safe  and  Effective  and  not 

Misbranded 

a.  SCOPE  of  determination 

17.  One  comment  stated  that  in  medical 
institutions  (grating  under  an  NRC 
Broad  Medical  license  new  radiophar¬ 
maceuticals  are  sometimes  developed  In- 
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temally  and  subjected  to  clinical  trials 
to  establish  diagnostic  or  therapeutic  ef¬ 
ficacy.  The  comment  questioned  whether 
it  is  necessary  for  these  institutions  to 
submit  an  IND  even  though  in  the  de¬ 
velopmental  and  testing  phase  the  drug 
is  not  shipped  in  interstate  commerce. 
The  comment  further  questioned  whether 
such  clinical  trials  relating  to  diagnostic 
efficacy  were  covered  by  proposed 
§  370.100  and  whether  it  would  be  neces¬ 
sary  to  file  reports  on  investigators  of 
this  type  approved  by  a  radioisotopes 
committee  under  a  Broad  Licmse,  either 
annually  or  immediately.  If  such  clinical 
trials  are  not  covered  by  proposed 
i  370.100,  would  the  dose  restrictions 
specified  under  that  section  apply? 

The  Commissioner  advises  that  the 
FDA  has  Jiulsdlctlon  over  all  drugs,  in¬ 
cluding  radioactive  drugs,  shipped  in  or 
introduced  into  interstate  commerce 
whether  prepared  by  a  medical  Institu- 
ti(m,  physician,  or  a  commercial  drug 
manufacturer.  “Shipment  in  Interstate 
commerce”  Is  determined  not  only  by  the 
interstate  shipment  of  the  final  dosage 
form  of  the  dnig  product,  but  also  by  the 
Interstate  shipment  of  the  components  of 
the  drug  product,  as  well  as  other  fac¬ 
tors.  Therefore,  where  a  determination  Is 
made  that  Interstate  commerce  is  in¬ 
volved  (also  see  paragraph  16*  of  this 
preamble),  an  IND  must  be  submitted 
before  the  drug  product  may  be  used  in 
clinical  trials. 

As  stated  in  the  preamble  to  the  pro¬ 
posal,  the  Commissioner  has  concluded 
that  the  provisions  of  8  361.1  (proposed 
8  370.100)  are  not  applicable  to  clinical 
trials  intended  to  determine  the  safety 
and/m*  effectiveness  of  a  radioactive 
drug.  Section  361.1  only  implies  to  re¬ 
search  “intended  to  obtain  basic  infor¬ 
mation  regarding  the  metabolism  (in¬ 
cluding  kinetics,  distribution,  and  local- 
izatioii)  of  a  radloactlvely  labeled  drug 
or  regarding  human  physiology,  patho¬ 
physiology,  or  biochemistry  but  not  in¬ 
tended  for  immediate  therapeutic,  diag¬ 
nostic,  or  similar  pmrposes.”  Clinical 
trials  using  new  radioactive  drugs  are 
subject  to  the  requirements  of  an  IND 
as  set  forth  in  8  312.1.  Section  361.1  of 
this  regiilatlon  has  been  clarified  to  re¬ 
flect  this.  The  dose  restrictions  set  forth 
in  8  361.1  do  not  apply  to  clinical  trials 
conducted  under  8  312.1. 

18.  One  comment  expressed  confusion 
in  interpreting  the  scope  of  the  exemp¬ 
tion  provided  by  propo^  8  370.100  as  it 
relates  to  the  development  of  new  radio¬ 
active  diagnostic  agents.  The  comment 
further  stated  that  it  was  not  clear  why 
the  particular  agent  being  studied  cannot 
be  used  specifically  for  diagnostic  pur¬ 
poses  if  the  criteria  for  exemption  under 
proposed  8  370.100  are  met  (l.e.,  radiation 
safety,  pharmacological  inactivity,  and 
Radioactive  Drug  Research  Committee 
approval). 

Section  361.1  (proposed  8  370.100)  pro¬ 
vides  for  the  use  of  tracer  amounts  of 
radlonuelides,  attached  to  various  com¬ 
pounds,  In  research  studies  to  obtain 
basic  information  <m  drug  metaboUsm, 
specifle  pfaystoiogle  or  pathoi^iystologle 
processes  In  humans,  and  the  kinetics. 


distribution,  and  localization  of  the  vari¬ 
ous  “tagged”  compounds.  Certain  studies 
Included  in  this  category  may  be  essen¬ 
tial  parts  of  the  development  of  a  new 
diagnostic  agent  (for  example,  studies 
conducted  to  determine  where  the  radio¬ 
active  drug  is  localized  or  the  extent  to 
which  it  is  concentrated  in  certain  or¬ 
gans  or  tissues) .  Such  studies  fall  within 
the  scope  of  §  361.1  if  other  requirements 
of  that  section  are  met.  These  studies 
must  be  distinguished  from  studies 
intended  to  evaluate  the  safety  and  ef¬ 
fectiveness  of  a  radioactive  drug  as  a 
diagnostic  agent.  In  this  case  the  drug 
is  used,  not  as  a  research  tool,  but  as  a 
new  diagnostic  agent  for  which  safety 
and  effectiveness  must  be  proven;  there¬ 
fore,  there  is  no  basis  for  concludteg  that 
it  is  generally  recognized  as  safe  and  ef¬ 
fective  as  a  diagnostic  agent.  The  radio¬ 
active  diagnostic  agent,  therefore,  must 
be  studied  xmder  an  IND. 

B.  LIUITS  ON  PHARMACOLOGICAl.  DOS! 

19.  fifeveral  comments  were  received  re¬ 
garding  the  requirements  under  the  pro¬ 
posed  8  370.100  that  the  pharmacolo^cal 
dose  shall  be  known  not  to  cause  any 
clinically  detectable  pharmacological  ef¬ 
fect  in  hiunan  beings.  One  conunent  ex¬ 
pressed  the  thought  that  such  a  limit  on 
the  pharmacological  dose  was  unrealistic 
and  unnecessary  and  would  place  severe 
and  unnecessary  restrictions  upon  re¬ 
search  in  such  vital  areas  as  human  drug 
metaboUsm.  The  commoit  further  noted- 
that,  since  doses  known  not  to  cause  any 
clinically  detectable  pharmacological  ef¬ 
fect  are  often  substantially  below  the 
therapeutic  dose,  radioactive  studies  con¬ 
ducted  with  such  minute  doses  would  not 
be  representative  of  the  pharmacoki¬ 
netics  of  the  drug  studied  at  the  thera¬ 
peutic  dose.  Further,  it  was  stated  that 
such  studies  would  not  furnish  enough 
labeled  metabolites  to  conduct  metabolite 
studies.  Another  comment  suggested  that 
the  exemption  from  IND  requirements 
should  include  the  tagging  of  a  drug  at 
a  dose  level  having  a  pharmacologic  ef¬ 
fect  if  that  dose  level  is  safe  and  effective, 
as  evidenced  by  an  approved  NDA. 

In  the  preamble  to  the  proposed  regu¬ 
lation,  the  Commissioner  made  It  clear 
that  fm:  radioactive  drugs  to  be  ocm- 
sidered  not  new  drugs  for  certain  uses 
it  was  necessary  to  conclude  that  they 
were  generally  recognized  as  safe  for 
such  uses.  The  Cunmlsskmer  suggested 
that  such  a  conclusion  could  certainly  be 
reached,  with  regard  to  the  pharmaco¬ 
logical  safety  of  the  drug,  if  the  drug 
was  known  not  to  produce  clinically  de¬ 
tectable  pharmacological  effects  on  the 
basis  of  data  from  studies  in  human  be¬ 
ings.  If  such  data  are  not  available,  even 
the  smallest  amotint  of  that  drug  must  be 
assumed  to  produce  pharmacological  ac¬ 
tivity.  Once  pharmacological  activity  is 
known  or  assumed  to  occur,  pharmaco¬ 
logical  safety  cannot  be  presumed  and 
other  evidence  of  general  recognition  of 
saltty  is  necessary.  Without  this  evi¬ 
dence,  the  drug  is  considered  to  be  a  new 
drug,  and  any  research  with  it  must  meet 
the  requirements  of  8  312.1,  including  the 
submli^on  of  an  IND. 


The  fact  that  a  drug  is  approved  for 
certain  specifle  uses  means  that  it  is  con¬ 
sidered  side  and  effective  for  these  uses. 
It  is  not  considered  safe  and  effective 
for  other  uses  or  for  non-therapeutic 
uses.  The  Commissioner  recognized  that 
the  proposed  standard  for  demonstrating 
general  recognition  of  safety  (i.e.,  the  ab¬ 
sence  of  pharmacological  activity)  was  a 
strict  standard  and  interested  persons 
were  invited  to  submit  comments  on  the 
appropriateness  of  the  i»t>posed  stand- 
aid.  While  proposing  this  standard,  the 
Commissioner  also  invited  comments  on 
sm  alternative  test;  namely,  that  the 
amotmt  of  radioactive  drug  administered 
not  exceed  a  dose  of  10  percent  of  the 
lowest  single  dose  recommended  by  the 
drug’s  labeling,  or  in  the  absence  of  ap¬ 
proved  labeling,  10  percent  of  the  k>w^ 
single  dose  recommended  by  recognized 
medical  texts,  with  the  exact  dosage 
being  reviewed  by  a  peer  committee  for 
safety.  Although  comments  objected  to 
the  proposed  standard  and,  in  some  eases, 
suggested  alternatives,  no  comments  were 
received  which  provided  reasons  for  con¬ 
sidering  any  standard,  other  than  the 
absence  of  clinically  detectaUe  pharma¬ 
cological  activity,  as  demonstrating  gen¬ 
eral  recognition  of  safety.  While  the 
Commissioner  may  at  some  future  time 
reemisider  this  issue,  he  has  concluded 
that,  at  present,  for  the  purpose  of  tills 
regulation,  general  recognition  of  phar¬ 
macological  safety  can  be  considered  to 
exist  only  when  the  drug  has  no  clinically 
detectable  pharm^ologlcal  effect  In  hu¬ 
man  beings. 

It  should  be  stressed  that  it  is  not 
anticipated  that  there  will  necessarily 
have  been  a  formal  dose-response  study 
that  defines  the  lower  threshold  dose  for 
a  clinically  detectable  i^armacological 
effect  For  example,  if  the  circulating 
Mood  levels  or  excr^on  rate  of  an  en¬ 
dogenously  produced  substance  is  well 
known,  it  nu^  be  possible  for  the  Radio¬ 
active  Drug  Research  Cfommittee  (see 
paragraph  29)  to  conclude  that  smne 
small  fiction  of  these  levels  or  rates 
(e.g.,  administration  over  a  given  interval 
of  a  low  percentage  of  the  amount  of  a 
substance  that  is  produced  eidogenomly 
during  the  same  Interval)  represbnts  an 
amoimt  without  detectable  pharmaco¬ 
logical  effect.  Or,  if  large  amounts  of  a 
substance  such  as  an  amino  acid  or  sugar 
are  regularly  consumed  as  foodstuffs,  it 
may  be  possiMe  for  ttie  Radloaettve  Diw 
Research  Committee  to  conclude  that  a 
small  amount  of  it  (e^;.,  a  small  percent¬ 
age  of  the  amount  usually  consiuned 
during  a  meal),  at  least  by  the  oral 
route,  would  be  without  detectaMe  phar¬ 
macological  activity. 

The  Commissioner  is  aware  that  phar¬ 
macokinetic  studies  or  studies  requiring 
isolation  of  metabolites  may  require 
larger  amounts  of  a  drug.  Such  studies 
may  either  be  conducted  under  an  IND 
CT  in  persons  already  receiving  the  non- 
radioactlve  drug  for  a  thenqjeutic 
purpose. 

20.  One  comment  si^gested  modifica¬ 
tion  of  proposed  8  STO.lOOCb)  <3>  to  al¬ 
low,  under  weS-defIned  ctm^tlons,  the 
administration  of  tite  radio-labeled  ver- 
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slon  of  a  pharmacological  agent  when 
this  pharmacological  agent  is  admin¬ 
istered  to  the  patient  in  pharmacological 
doses  as  part  of  a  therapeutic  treatment 
and  to  assess  the  effectiveness  of  that 
particular  therapy.  The  comment  sug¬ 
gested  adding  the  statement  “If  a  drug 
is  used  under  protocol  for  therapeutic 
purposes,  then  a  minimal  dose  of  the  ra¬ 
dio-labeled  isomer  of  this  drug  can  be 
added  to  help  evaluate  the  radiopharma¬ 
cokinetics  of  this  drug.” 

The  Commissioner  advises  that  this 
regulation  in  no  way  restricts  the  use  of 
a  nonradioactive  drug,  Le.,  under  an  IND, 
NDA,  or  old  drug  status,  whether  or  not 
the  radloactively  labeled  version  of  this 
drug  Is  administered  at  the  same  time 
to  evaluate  the  pharmacokinetics  of  the 
drug.  For  such  a  study  to  be  permitted 
under  S  361.1,  the  conditions  of  that  sec¬ 
tion  must  be  met,  except  that  in  this  case 
the  limitation  on  pharmacological  dose 
will  be  such  that  the  aggregate  amount  of 
the  drug  administered  (nonradioactive 
drug  and  tagged  compound)  shall  be 
known  to  remain  an  appropriate  dose  for 
the  use  for  which  the  nonr^oactive  drug 
is  being  given.  The  regiUation  has  been 
clarified  to  refiect  this.  The  Commission¬ 
er  also  advises  that  if  the  nonradioactlve 
drug  has  an  IND,  the  results  of  any  re¬ 
search  studies  using  the  radloactively 
labeled  version  of  the  drug  and  performed 
luider  §  361.1  must  be  includ^  as  part 
of  the  required  IND  reports. 

21.  One  comment  stated  that  the  fun¬ 
damental  information  to  determine  what 
“traditional  pharmacology  based  Judg¬ 
ment”  means  needed  amplification  and 
the  term  “no  response”  was  not  clear. 

In  paragraph  D.l  of  the  preamble  to 
the  proposal,  the  Commissioner  stated 
that  “when  riuiioactive  drugs  are  admin¬ 
istered  in  amounts  which  have  been 
demonstrated  not  to  produce  clinically 
detectable  pharmacologic  activity  in 
human  beings,  such  drugs  are  and  must 
be  generally  recognized  as  safe  from  the 
viewpoint  of  traditional  pharmacology.” 
In  this  context  “traditional  pharmacol¬ 
ogy”  was  intended  only  to  distinguish 
hazards  related  to  the  toxic  effects  of  the 
drugs  (traditional  pharmacology/toxi¬ 
cology)  from  those  related  to  hazards  of 
radiation.  The  term  “clinically  detecta¬ 
ble  i^tarmacologlc  activity”  in  human 
beings  has  been  discussed  above.  Neither 
the  term  “no  response”  nor  “traditional 
pharmacology”  are  used  in  the  regula¬ 
tion;  therefore  no  change  is  needed. 

C.  LIMITS  ON  BAOIATION  DOSE 

22.  One  comment  indicated  that  the  in¬ 
tent  of  proposed  §  370.1()0(b)  (3)  was  not 
clearly  stated  in  the  preamble  but  pre¬ 
sumed  that  the  radiation  limits  are 
stated  so  that  it  will  not  be  necessary  to 
file  an  IND  for  research  projects  which 
do  not  lead  to  diagnostic  tests. 

The  Commissioner  advises  that  the  in¬ 
tent  of  S  361.1  (proposed  §  370.100)  is 
to  identify  a  class  of  drugs  that  are  not 
new  drugs  because  they  are  generally 
recognized  as  safe  and  effective  under 
specific  circumstances.  One  of  those  cir¬ 
cumstances  is  that  the  radiation  dose  to 
subjects  does  not  exceed  certain  limits. 
The  identification  of  this  drug  class  as 


not  new  drugs  has  the  effect  of  making  it 
unnecessary  to  submit  an  IND  before 
using  them. 

23.  One  comment  questioned  whether 
it  was  necessary  that  there  be  a  radlajion 
dose  limit  included  among  the  conditions 
under  which  the  use  of  radioactive  drugs 
for  research  is  considered  safe  and  ef¬ 
fective.  The  comment  stated  that  “if  a 
local  committee  is  deemed  to  have  the 
judgment  to  assess  and  approve  varied 
lesser  dose  procedures,  need  they  be  lim¬ 
ited  in  regard  to  the  far  less  frequent 
situations  of  a  particularly  important 
research  study  that  might  necesktate  a 
larger  organ  dose?”  The  comment  sug¬ 
gested  that  it  might  be  preferable  to  of¬ 
fer  the  option  to  the  local  committee  of 
referring  to  an  FDA-sponsored  “super¬ 
committee”  research  proposals  which,  be¬ 
cause  of  larger  dosage  or  other  imusual 
considerations,  the  local  committee  would 
prefer  to  have  acted  upon  by  a  higher 
authority. 

The  Commissioner  disagrees  with  the 
suggestion  of  the  comment.  When  a 
pharmacologically  inactive  amoimt  of  a 
radioactive  drug  is  used,  the  issue  of 
safety  for  use  in  human  subjects  is  en¬ 
tirely  related  to  the  amount  of  radiation 
administered.  Because  any  exposure  to 
radiation  is  presumed  to  have  an  attend¬ 
ant  risk  (due  to  a  lack  of  evidence  show¬ 
ing  any  absolutely  safe  level  of  exposure) , 
it  is  obvious  that  no  radiation  exposure 
can  be  Justified  or  considered  generally 
recogni^  as  safe  as  a  research  tool  If 
the  study  in  which  it  is  used  is  of  poor 
quality  or  is  not  likely  to  provide  useful 
information.  The  Commissioner  has  con¬ 
cluded  that  the  Radioactive  Drug  Re¬ 
search  Committee  (see  paragraph  29) 
can  assure  the  quality  of  studies  and  the 
minimization  of  the  radiation  dose.  Nev¬ 
ertheless,  despite  this  conclusicm,  the 
Commissioner  has  no  basis  for  conclud¬ 
ing  that  all  doses  of  a  radioactive  drug, 
even  if  used  for  research  purposes  and 
monitored  by  a  properly  fimctionlng 
committee,  are  generally  recognized  as 
safe  for  the  Intended  use.  He  has  there¬ 
fore  concluded  that  a  limit  on  radiation 
dose  is  necessary  to  make  a  determina¬ 
tion  of  general  recognition  of  safety  for 
research  uses.  As  discussed  below  (in 
paragraph  24),  the  Commissioner  has 
concluded  that  the  basic  occupational 
radiation  protection  criteria  established 
by  the  NRC  imder  10  C7PR  20.101  and 
20.102,  even  though  they  were  not  in¬ 
tended  to  be  criteria  related  in  any  way 
to  subjects  in  clinical  research,  provide  a 
reasonable  basis  for  the  determination 
that  a  radioactive  drug,  when  adminis¬ 
tered  in  amounts  such  that  the  pharma¬ 
cological  and  radiation  dose  from  such 
drug  is  within  the  limits  of  S  361.1(b), 
and  irnder  the  cognizance  of  an  FDA- 
approved  committee,  is  generally  recog¬ 
nized  as  safe.  It  should  be  emphasized 
that  this  limit  for  purposes  of  establish¬ 
ing  general  recognition  of  safety  in  no 
way  represents  a  conclusion  that  such 
radiation  doses  do  not  represent  scune 
element  of  risk  to  the  individual  nor  that 
larger  doses  are  necessarily  unsafe.  It  Is 
further  emphasized  that  setting  a  limit 
on  radiation  dose  for  purposes  of  §  361.1 


does  not  alter  the  requirement  that  the 
radiation  dose,  even  though  it  is  within 
the  limit,  should  be  the  smallest  amount 
needed  to  carry  out  the  study.  It  is  only 
concluded  that,  within  the  context  of  the 
benefit  to  be  obtained  from  the  research 
study,  that  such  radiation  doses  are  gen¬ 
erally  recognized  as  safe.  Radioactive 
drugs  which  deliver  larger  doses  are  con¬ 
sidered  to  represent  new  drugs  and  to 
require  an  IND  or  approved  NDA, 

24.  One  comment  questioned  whether 
it  was  appropriate  to  use  the  occupa¬ 
tional  permissible  exposure  criteria  as  a 
limit  upon  the  approval  authority  of  the 
proposed  Radiation  Safety  Committee 
(under  proposed  1  370.100(b)(3))  since 
such  limits  were  developed  for  a  specific 
purpose  and  should  not  be  extended  to 
research  use  of  radiation  in  human  vol¬ 
unteer  subjects. 

As  stated  in  the  preamble  to  the  pro¬ 
posal,  the  Commissioner  fully  agrees  with 
the  National  Council  on  Radiation  Pro¬ 
tection  and  MeEisiu*ements  who,  in  dis¬ 
cussing  radiation  dose  to  research  sub¬ 
jects,  noted  that  “each  proposed  hiunan 
research  application  must  be  Judged  on 
its  merit  after  review  by  competent 
peers,  and  that  dose-limiting  recom¬ 
mendations  for  radiation  workers  or  the 
public  do  not  sqiply  to  the  individual  to 
be  irradiated.”  TTie  Commissioner  con- 
(dudes  that  S  361.1  of  this  regulation  em¬ 
bodies  this  recommendation  and  requires 
that  each  study  be  approved  by  com¬ 
petent  peers  (the  Radioactive  Drug  Re¬ 
search  Committee)  and  that  the  radia¬ 
tion  dose  be  kept  as  low  as  practicable. 
The  radiation  dose  criteria  in  §  361.1(b) 
(3)  are  for  the  purpose  of  stating  that 
such  research  studies  are  generally  rec¬ 
ognized  as  safe  and  not  to  set  a  specific 
dose  limit  for  research  subjects. 

The  Commissioner  referr^,  in  the  pre¬ 
amble  to  the  proposal,  to  various  studies 
and  published  literature  which  refiect  a 
consensus  which  permitted  the  estab¬ 
lishment  of  exposure  levels  acceptable 
frcHn  the  standpoint  of  radiation  safety. 
The  NRC  criteria,  set  forth  in  10  C7FR 
20.101  and  20.102,  accord  with  this  con¬ 
sensus. 

The  NRC  requirements  take  into  ac¬ 
count  both  the  risk  to  the  public  health 
of  larger  doses  of  radiation  for  a  par¬ 
ticular  group  of  persons  and  the  risk  to 
the  IndivldueJs  involved.  Investigational 
subjects,  like  radiation  workers,  repre¬ 
sent  a  limited  segment  of  the  total  popu¬ 
lation;  the  public  health  implications  of 
doses  of  radiation  to  research  subjects 
ai^>ear  no  different  from  those  resulting 
from  exposure  of  radiation  workers  and 
the  risks  are  equally  acceptable  to  so¬ 
ciety.  Considerations  of  risk  to  the  indl-> 
vidual  also  appear  reasonably  similar  for 
both  groups.  An  informed  potential  re- 
secLTch  subject  is  able  to  make  a  decision 
regarding  participation  in  a  study  be¬ 
cause  he  will,  in  effect,  be  deciding 
whether  or  not  he  is  willing  to  pcuticl- 
pate  in  the  study  and  assume  a  risk  in 
the  same  sense  as  does  a  radiation 
worker.  Although  the  benefits  to  the  in¬ 
dividual  are  quite  different,  in  one  case 
the  opportunity  to  earn  a  livelihood.  In 
the  other  the  opportunity  to  piuticlpete 
In  a  scientific  study,  each  situation  in- 
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volves  a  decision  to  take  a  specified  risk 
for  a  specified  purpose.  Tbe  Commis¬ 
sioner  concludes  that  these  doses  repre¬ 
sent  a  minimal  risk  to  the  individual  and 
are  appropriate  criteria  for  a  general 
recognition  of  safety  where  there  are  so¬ 
cietal  benefits  from  research  studies. 

25.  One  comment  expressed  the  opin¬ 
ion  that  use  of  the  occupational  radia¬ 
tion  exposure  llmltaMon  (as  an  upper 
limit  for  exposure  of  research  subjects  in 
studies  covered  by  proposed  S  370.100)  is 
too  high  in  comparison  with  the  intended 
scope  of  the  studies. 

The  Commissioner  notes  that  it  is 
probable  that  many  studies  under  i  361.1 
(proposed  as  S  370.100)  can  be  carried 
out  using  smaller  doses  of  radiation  than 
would  be  permitted  under  the  limits  on 
radiation  dose.  As  noted  earlier,  it  is  the 
responsibility  of  the  Radioactive  Drug 
Research  Committee  (see  paragraph  29) 
to  assure  that  the  smallest  dose  that  can 
be  used  without  jeopardizing  the  study  is 
used.  The  Commissioner  believes  that 
doses  up  to  the  limits  set  forth  in  S  361.1 
and  used  imder  conditions  specified  in 
that  section  can  be  considered  generally 
recognized  as  safe  and  effective  and  con¬ 
stitute  a  reasonable  limit  for  research 
studies  conducted  imder  this  section.  The 
Food  and  Drug  Administration  will  con¬ 
tinually  evaluate  the  use  of  radioactive 
drugs  under  S  361.1  through  the  review 
of  the  required  annual  reports  submitted 
by  the  Radioactive  Drug  Research  Com¬ 
mittee.  The  present  criteria  for  estab¬ 
lishing  a  radiation  dose  limit  will  be  re¬ 
considered  if  justified  by  this  evaluation. 

26.  Several  comments  questioned  the 
particular  radiation  dose  limits  selected. 
One  comment  suggested  that  it  would  be 
preferable  to  state  any  limitation  as  a 
maximiun  organ  dose  in  any  one  year 
with  the  further  qualification  that  in  the 
event  of  a  very  long  effective  half-life 
situaticm,  the  total  dose  over  the  life  ex¬ 
pectancy  of  the  concerned  subject  would 
not  exceed  some  considered  value.  An¬ 
other  comment  stated  that  it  was  not 
clear  how  the  yearly  cumulative  total  for 
whole  body  exposure  for  adults  and  the 
yearly  total  for  critical  organs  were 
derived. 

The  Commissioner  has  reccmsidered 
the  proposed  maximum  radiation  doses 
in  light  of  the  comments  above  and  fur¬ 
ther  intra-agency  discussion.  As  orig¬ 
inally  proposed,  maximum  yearly  doses 
were  given.  To  provide  adequate  protec- 
ticm  for  subjects  in  special  circum¬ 
stances  where  long  half-life  radionu¬ 
clides  are  used,  the  wording  has  been 
changed  so  that  there  will  be  both  an 
annual  limit  on  dose  received  and  a  limit 
on  the  total  dose  commitment  resulting 
from  studies  conducted  in  a  single  year. 
Thus,  the  regulation  has  been  modified 
to  include  both  the  “annual  dose”  and 
“total  dose  commitment”  from  a  study  or 
studies  conducted  within  a  single  year.  In 
addition,  maximum  whole  body  dose  and 
the  dose  to  critical  organs  (active  blood- 
forming  organs,  lens  of  the  eye,  and  go- 
na^)  have  been  made  identical.  The 
proposed  notice  specified  limitations  for 
“critical”  organs  that  should  have  been 
applied  to  other  organs.  This  has  been 


corrected  in  the  final  order.  As  modified, 
the  total  dose  commitment  to  any  re¬ 
search  subject,  from  a  single  study  or 
cumulatively  from  a  number  of  studies 
within  a  single  year  may  not  exceed  the 
total  commitment  value  of  5  rems  for  ex¬ 
posure  to  the  whole  body  and  critical  or¬ 
gans  (active  blood-forming  organs,  lens 
of  the  eye,  and  gonads)  or  15  rems  for 
exposure  to  other  organs.  The  designa¬ 
tion  of  whole  body,  critical  organs,  and 
other  organs  within  the  various  dose  cat¬ 
egories  has  been  modified  in  the  regula¬ 
tion  to  conform  to  terminology  used  by 
the  NRC. 

It  is  further  recognized  that  signifi¬ 
cant  radioactive  contaminants  or  im- 
piultles  in  a  radioactive  drug  may  affect 
the  results  of  a  study  or  alter  the  valid¬ 
ity  of  the  dose  calculations;  therefore, 
any  contribution  to  dose  due  to  signifi¬ 
cant  radioactive  contaminants  or  im¬ 
purities  shall  be  included  in  calculating 
the  total  radiation  dose  and  dose  com¬ 
mitment  In  addition,  in  determining 
maximum  permissible  dose  limitations, 
the  possibility  of  followup  studies  shall 
be  considered  for  inclusion  in  the  dose 
calculations.  Section  361.1(b)  (3)  (pro¬ 
posed  as  S  370.100(b)  (3))  has  been  re¬ 
vised  accordingly. 

27.  One  comment  raised  a  question 
regarding  the  relationship  between  ex¬ 
posure  history  and  the  radiation  Umiita- 
tions.  The  comment  stated  tliat  the  re¬ 
peated  reference  to  occupational  expo¬ 
sure  limitations  in  proposed  S  370.100 
(b)  (3)  and  (d)  (1)  appear  to  sanction  a 
quarterly  occupational  exposure  of  3 
rems.  The  comment  further  stated  that 
this  level  of  exposiu'e  is  allowed  in 
Agreement  State  and  NRC  regulations 
only  with  a  properly  completed  exposure 
history  and  that  there  is  no  provision 
for  an  exptosure  history  in  the  proposed 
regulation.  The  comment  did  not  object 
to  the  3  rems  limit  but  to  the  use  of  such 
phrases  in  the  proposed  S  370.100  as  “oc¬ 
cupational  exposure  limitations”  and 
“absorbed  dose  •  •  •  permissible  for  oc¬ 
cupationally  exposed  personnel.” 

The  Commissioner  believes  that  the 
limitations  on  radiation  dose  have  been 
clarified  in  the  final  order.  With  the  ad¬ 
dition  of  an  annual  dose,  an  indication 
of  a  quarterly  radiation  dose  is  unneces¬ 
sary.  It  is  thus  (dear  that,  with  a  txital 
annual  dose  of  5  rems  for  whole  Ixxly 
and  critical  organs,  3  rems  cannot  be  ad¬ 
ministered  in  each  quarter. 

“Exp<jsure  history,”  as  required  under 
NRC  and  Agreement  State  regulations, 
refers  to  previous  occupational  exposure. 
The  Commissioner  is  (ff  the  opinion  that 
very  few  research  subjects  will  have 
been  radiation  workers  and  therefore 
they  will  not  have  an  “exposure  history.” 
The  Commissioner  advises  that,  in  re¬ 
vising  paragraph  (b)(3)  and  (d)(1)  of 
S  361.1  of  the  regulation,  the  phiases 
“oc<nipatioDal  exposure  limitations”  and 
“absorbed  dose  •  •  •  permissible  for  oc¬ 
cupationally  exposed  personnel”  have 
been  dieted. 

28.  One  comment  expressed  concern 
that  some  research  programs  may  also 
involve  radlatl<xi  doses  from  radio- 
graphic  or  fluoroscopic  procedures  such 


that  the  total  subject  dose  may  exceed 
the  occupational  permissible  dose  limits. 
The  comment  further  stated  that  the 
x-ray  dose  may  or  may  not  be  totally  or 
partly  of  direct  diagriostlc  benefit  to  the 
concerned  subject  or  may  or  may  not  be 
part  of  medical  care  that  the  subject 
would  receive  if  not  volunteering  for  the 
study.  The  comment  requested  clarifica¬ 
tion  as  to  t^ether  any  limitations  on 
radiation  dose  to  the  subjet^  that  may 
be  set  under  proposed  9  S70.100(b)  (3) 
are  appll(^le  ontj  to  the  dose  attribut¬ 
able  to  the  radionuclide  pro(^ure  or 
only  to  the  dose  attributable  to  the  re- 
seaieh  aspect  of  the  subject's  radiation 
experience  during  the  perl<xi  of  concern, 
or  to  some  other  dose  calculation,  ffhe 
comment  expressed  the  opinion  that  it 
is  not  practi<»Ue  to  attempt  to  set  reg¬ 
ulatory  limits  based  on  the  total  radia¬ 
tion  experience  associated  with  a  re¬ 
search  use  of  radioactivity,  because  of 
the  many  considerations  involved  in  as¬ 
sessing  the  value-risk  ratio  of  an  in¬ 
dividual  research  proposal. 

The  Commissioner  advises  that  the 
radiation  dose  limitations  under  9  361.1 
(b)  (3)  (proposed  9  370.100(b)  (3) )  are 
the  total  doses  attributable  to  the  re¬ 
search  study  including  the  radioactive 
drug  and  any  doses  from  x-ray  proce¬ 
dures  which  are  considered  and  integral 
part  of  the  research  study,  l.e.,  would  not 
have  (xxnirred  but  for  the  study.  An 
x-ray  procedure  which  would  have  oc- 
ciured  whether  or  not  the  patient  was 
part  of  the  research  study  should  not  be 
included  in  determining  the  doses  attrib¬ 
utable  to  the  research  study.  The  Com¬ 
missioner  considers  the  determination  ot 
whether  or  not  a  given  x-ray  pro<;edure 
is  a  part  of  the  patient’s  medical  care, 
as  opposed  to  part  of  the  research  pro¬ 
cedure,  to  be  one  wiilch  the  Radioactive 
Drug  Research  Committee  (see  para¬ 
graph  29)  can  readily  make. 

D.  RASIOACTIVX  DRUG  RESEARCH  COMMITTEE 

29.  Comment  was  received  from  the 
Nuclear  Regulatory  C(xnmi8slon  (NBC) 
requesting  that  the  term  Radiation 
Safety  Committee  as  used  in  9  361.1  be 
changed  to  Radioisotope  Reseaiuh  Gom- 
mlttee  or  any  other  appropriate  name. 
The  NRC  stated  that  the  term  Radiation 
Safety  Committee  is  used  by  many  hos¬ 
pitals  and  academic  institutions  for  the 
committee  that  reviews  the  institution's 
overall  program  for  use  of  radioactive 
materials  and  radiation  iH:<xiuctng  ma¬ 
chines,  especially  from  the  standpoint  of 
radiation  protection  which  Is  fre<iuently 
called  health  physics. 

The  Commissioner  has  therefore  con¬ 
cluded  that,  to  distinguish  between  this 
committee  and  the  committee  required 
for  approval  (ff  research  uses  of  radio¬ 
active  drugs  under  9  361.1  of  thi«  regu¬ 
lation,  the  term  “Radiation  Safety  Com¬ 
mittee”  as  used  in  9  361.1  shall  be 
changed  to  “Radioactive  Drug  Research 
Committee.”  ITie  regulation  has  been 
modified  accordingly.  In  stating  the  f(4- 
lowing  ccxnments  and  their  discussion, 
the  revised  committee  name  is  used. 

30.  One  comment  recommended  that 
the  field  of  phannaccrfogy  be  included  as 
a  discipline  to  be  considered  for  repre- 
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sentation  on  a  Radioactive  Drug  Re¬ 
search  Committee  imder  the  proposed 
§  370.100(c)  (1).  Other  ccxnments  ex¬ 
pressed  the  feeling  that  a  pharmacolo¬ 
gist  should  be  a  required  member  of  such 
committee.  Comments  also  differed  as  to 
whether  a  radiopharmacist  should  be  in¬ 
cluded  in  the  membership  of  the  Radio¬ 
active  Drug  Research  Ccxnmittee.  Some 
comments  indicated  that  there  may  be 
some  misunderstanding  as  to  who  the 
required  members  of  a  Radioactive' Drug 
Research  Ccxnmittee  are. 

The  Commissioner  concludes  that  the 
composition  of  the  Radioactive  Drug  Re¬ 
search  Cconmittee  as  set  forth  in  §  361.1 
(c)  (1)  Is  adequate.  As  stated  in  the  pro¬ 
posed  regulation,  approval  of  a  Radio¬ 
active  Drug  Research  Committee  shall  be 
based  upon  an  assessment  of  the  qualifi¬ 
cations  of  the  members  of  the  conimittee 
and  the  assurance  that  all  of  the  neces¬ 
sary  fields  of  expertise  are  covered.  Cer¬ 
tification  in  a  particular  discipline  is  not 
necessary.  For  example,  one  of  the  re¬ 
quired  members  of  the  Committee  shall 
be  a  person  qualified  to  formulate  radio¬ 
active  drugs.  This  person  need  not  nec¬ 
essarily  be  a  radiopharmacists;  he  may 
be  a  physician  or  other  qualified  indi¬ 
vidual.  The  Commissioner  also  sees  no 
reason  to  specify  additional  disciplines 
as  required  members  because  §  361.1 
(c)(1)  states  that  the  addition  of  con¬ 
sultants  In  other  pertinent  medical  dis¬ 
ciplines  is  encouraged.  Exc>ertise  in  any 
needed  area  can  thus  be  obtained.  The 
Commissioner  advises  that  the  only  three 
required  fields  of  specialization  of  a 
Radioactive  Drug  Research  Committee 
are  (1)  a  physician  recognized  as  a  spe¬ 
cialist  in  nuclear  medicine,  (2)  a  person 
qualified  by  training  and  exp>erience  to 
formulate  radioactive  drugs,  and  (3)  a 
person  with  special  ccxnpetence  in  radia¬ 
tion  safety  and  radiation  dosimetry.  The 
remaining  members  shall  be  selected 
from  individuals  qualified  in  varied  dis¬ 
ciplines  pertinent  to  the  field  of  nuclear 
medicine  (e.g.,  radiology,  internal  medi¬ 
cine,  clinical  pathology,  hematology, 
endocrinology,  radiation  therapy,  radia¬ 
tion  physics,  radiation  biophysics,  health 
phs^sics,  and  radiopharmacy).  Section 
361.1(c)(1)  has  been  rewritten  to  indi¬ 
cate  more  explicitly  the  required 
members. 

31.  One  ccanment  pointed  out  that  the 
proposed  5  370.100(c)  gave  no  guidance 
regarding  notification  of  chsinges  in  the 
membership  of  the  Radioactive  Drug  Re¬ 
search  Committee  (e.g.,  because  of  re¬ 
location,  retirement,  or  death  of  mem¬ 
bers)  and  the  effect  of  such  changes 
upon  FDA  approval  of  the  Committee. 
The  comment  suggested  that  such 
changes  be  r^x)rted  and  documented  in 
the  annual  report  and  that  i^roval  or 
disapproval  of  the  revised  Committee  be 
determined  by  the  FDA  following  receipt 
of  the  annual  report. 

The  Commissioner  has  studied  the 
comment  and  concludes  that  all  changes 
In  the  membership  of  the  Radioactive 
Drug  Research  Committee  and  selection 
of  new  members  shall  be  communicated 
to  the  FDA  as  early  as  possible  so  that 
the  FDA  may  review  the  qualifications  of 


the  new  member  (s)  and  the  composition 
of  the  Committee  and  be  assured  that  the 
Committee  continues  to  include  all  of  the 
necessary  fields  of  expertise.  Section 
361.1(c)(4)  (proposed  S  370.100(c)  (4)) 
has  been  revised  to  provide  for  this  pro¬ 
cedure.  The  Ccxnmissioner  advises  that 
once  a  Radioactive  Drug  Research  Com¬ 
mittee  is  approved,  it  continues  in  such 
status  until  the  approval  is  withdrawn 
by  the  FDA.  Individual  changes  in  mem¬ 
bership  may  therefore  be  implemented 
without  FDA  approval;  FDA  disapproval 
of  a  new  member  would  take  the  form  of 
withdrawal  of  approval  of  the  Commit¬ 
tee. 

32.  One  comment  expressed  concern 
over  the  proliferation  of  duplicative  com¬ 
mittees  deriving  their  authority  frwn 
various  Federal  and  State  regulatory 
agencies.  It  recommended  that  FDA 
limit,  at  least  initially,  those  committees 
w'hich  it  approves  pursuant  to  proposed 
§  370.100(c)  (4)  to  those  already  estab¬ 
lished  medical  advisory  committees  of 
radioactive  material  licensing  agencies 
and  the  radiation  safety  ccxnmittees  of 
broad  medical  licensees  of  the  NRC.  An¬ 
other  comment  expressed  concern  that 
the  FDA  might  not  approve  a  Radioac¬ 
tive  Drug  Research  Committee  which  has 
been  approved  as  a  Broad  License  Com¬ 
mittee  by  an  Agreement  State  or  the 
NRC,  or  vice  versa,  and  suggested  that 
there  be  some  criteria  for  mutual  accept¬ 
ance  of  a  Radioactiv5~Brug  Research 
Committee.  The  comment  further  ques¬ 
tioned  whether  the  regulation  would  al¬ 
low  the  Medical  Committee  of  a  State 
Radiation  Advisory  Board  to  review  and 
approve  research  programs  for  small  user 
licensees. 

The  Commissioner  has  determined 
that,  to  conclude  that  a  radioactive  drug 
is  generally  recognized  as  safe  and  effec¬ 
tive  when  used  for  eertain  research 
studies,  it  is  necesscur  to  establish  criteria 
for  use  of  the  drug  which  include  a  moni¬ 
toring  of  that  use  by  a  Radioactive  Drug 
Research  Conunittee.  The  standards  for 
the  composition  and  functioning  of  the 
Radioactive  Drug  Research  Ccxnmittee 
are  a  fundamental  element  in  the  Com¬ 
missioner’s  determination.  The  Ck)mmis- 
sioner  cannot  assmne  that  the  require¬ 
ments  for  advisory  or  review  committees 
of  other  Federal  or  State  regulatory 
agencies  will  assure  a  committee  that 
meets  FDA  criteria  for  a  Radioactive 
Drug  Research  Committee.  Therefore  the 
FDA  cannot,  wdthout  an  indep>endent 
determination,  approve  a  Committee 
that  has  been  approved  by  another 
Agency.  However,  any  established  com¬ 
mittee,  such  as  the  M^ical  Committee  of 
a  State  Radiation  Advisory  Board,  may, 
if  Cicmstltuted  in  accordance  with  §  361.1 
(c)(1),  apply  to  the  FDA  for  approval  as 
a  Radioactive  Drug  Research  Committee. 

33.  One  comment  questioned  the  need 
for  each  Radioactive  Drug  Research 
Committee  to  meet  at  least  quarterly,  as 
provided  in  proposed  S  370.1()0(c)  (2) ,  be¬ 
cause  the  quantity  of  business  to  be  con¬ 
sidered  by  the  Ccmunittee  may  not  justify 
such  frequent  meetings. 

The  Commissioner  concurs  in  part  and 
has  concluded  that  the  Radioactive  Drug 


Research  Committee  shall  meet  at  least 
once  each  quarter  in  which  a  research 
activity  has  been  authorized  or  con¬ 
ducted.  No  more  than  90  days  should  pass 
between  the  start  of  the  research  and  the 
monitoring  of  the  study’s  progress  by  the 
Committee.  More  frequent  meetings  may 
be  held  at  the  discretion  of  the  Commit¬ 
tee. 

The  (Commissioner  has  also  determined 
that  to  provide  reasonable  assurance  that 
the  expertise  available  within  the  com¬ 
mittee  will  be  utilized  in  committee  de¬ 
liberations,  it  is  necessary  to  indicate  the 
number  of  members  needed  to  constitute 
a  quorum.  He  has  concluded  that  more 
than  50  percent  of  the  membership  of 
the  Cwnmlttee  must  be  present  to  con¬ 
stitute  a  quorum  and  that  there  must  be 
appropriate  representation  of  the  re¬ 
quired  fields  of  specialization.  Section 
361.1(c)(2)  (proposed  as  §  370.100(c) 
(2) )  has  been  revised  accordingly. 

34.  One  comment  expressed  the  opinion 
that  more  efticlent  use  of  the  concept  of 
a  Radioactive  Drug  Research  Committee 
as  a  "watchdog  body”  in  cases  of  experi¬ 
mental  use  of  radioactive  drugs  should 
be  to  expand  its  function  to  cover  both 
new  and  not  new  radioactive  drugs. 

The  Commissioner  advises  that  review 
of  investigations  of  new  radioactive  drugs 
submitted  pursuant  to  9  312.1  is  clearly 
a  regulatory  function  of  the  Food  and 
Drug  Administration  and  cannot  be  dele¬ 
gated  to  a  Radioactive  Drug  Research 
Committee.  Institutional  review  is  also 
required  for  investigational  new  drugs 
under  an  IND  where  the  clinical  studies 
are  conducted  on  institutionalized  sub¬ 
jects  or  are  conducted  by  an  individual 
afiOliated  with  an  institution  which  agrees 
to  assume  responsibility  for  the  study. 
The  Radioactive  Drug  Research  Ctom- 
mittee  would  not  fulfill  this  requirement 
because  its  composition  lacks  lay  mem¬ 
bership.  The  FDA  would,  however,  look 
favorably  upon  a  Radioactive  Drug  Re¬ 
search  Committee  serving  as  a  subcom¬ 
mittee  of  an  Institutional  Review  Com¬ 
mittee  when  the  Investigational  new 
drug  is  a  radioactive  drug.  The  Commis¬ 
sioner  advises  that  this  regulation  does 
not  in  any  way  prohibit  an  Institution 
from  involving  its  Radioactive  Drug  Re¬ 
search  Committee  in  other  policy  mat¬ 
ters,  including  use  of  radioactive  new 
drugs,  if  it  so  chooses. 

35.  One  comment  suggested  that,  be¬ 
cause  of  the  inherent  time  delays  in¬ 
volved  in  obtaining  protocol  review  and 
approval  from  a  Radioactive  Drug  Re¬ 
search  Committee  as  envisioned  by  the 
regulations,  and  because  of  the  relatively 
short  shelf  life  of  many  of  the  tagged 
drugs  utilized,  the  regulations  include  a 
maximum  time  limit  within  which  the 
Committee  would  have  to  approve  or 
reject  a  proposed  protocol. 

The  Commissioner  concludes  that 
regulation  of  the  time  required  for  ap¬ 
proval  or  rejection  by  a  Radioactive 
Drug  Research  Committee  of  a  proposed 
protocol  must  be  left  to  the  instltotion 
or  State  or  Federal  agency  with  which 
the  Committee  is  associated.  The  Com¬ 
missioner  cannot  predict  the  workload 
of  each  Radioactive  Drug  Research  Com- 
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ailttee;  therefore.  It  is  not  feasible  for 
the  FDA  to  establish  a  time  frame  for 
review  and  approval  or  rejection  of  a 
proposed  protocol.  The  FDA  believes, 
however,  that  since  the  Radioactive 
Drue  Research  Committee  is  composed 
of  persons  familiar  with  the  xmigue 
problems  of  research  with  radioactive 
drugs,  committee  review  will  be  respon¬ 
sive  to  the  needs  of  individual  research¬ 
ers.  The  Commissioner  further  assumes 
that  ordinarily  approval  of  a  protocol 
will  be  sought  before  the  tagged  drug  is 
obtained;  therefore,  the  shelf  life  of  the 
tagged  drug  will  not  be  germane. 

36.  Several  comments  suggested  that 
the  “Report  on  Research  Use  of  Radio¬ 
active  Drug"  which  each  Radioactive 
Drug  Research  Committee  is  required  to 
submit  annually  under  propos^  §  370. 
100(c)  (3)  for  each  study  conducted 
during  the  preceding  year  be  made 
available  to  Agreement  States  or  other 
licensing  agencies  for  future  licensing 
actions  without  forfeiting  the  nondis¬ 
closure  provisions  which  apply  to  pro¬ 
prietary  information.  Another  comment 
sxiggested  that  FDA  consider  establish¬ 
ing  some  mechanism  of  advising  its  ap¬ 
proved  Radioactive  Drug  Research  Com¬ 
mittees  of  any  studies  which  have  been 
approved  imder  proposed  8  370.100  by 
any  other  approved  Radioactive  Drug 
Research  Committee. 

The  Commissioner  advises  that  con¬ 
tents  of  the  “Report  on  Research  Use  of 
Radioactive  Drug”  are  available  for 
public  disclosure  unless  confidentiality 
is  requested  by  the  investigator  and  it  is 
adequately  shown  by  the  investigator 
that  the  report  constitutes  a  trade  secret 
or  confidential  commercial  information 
as  defined  in  21  CFR  4.61.  A  trade  se¬ 
cret,  as  defined  in  21  CFR  4.61,  may  con¬ 
sist  of  any  formula,  pattern,  device,  or 
compilation  of  information  which  is 
used  in  one’s  business  and  which  gives 
him  an  opportunity  to  obtain  an  advan¬ 
tage  over  competitors  who  do  not  know 
or  use  it.  Commercial  information  that 
is  privileged  or  confidential  means  valu¬ 
able  data  or  information  which  is  used 
in  one’s  business  and  is  of  a  t3T)e  custom¬ 
arily  held  in  strict  confidence  or  re¬ 
garded  as  privUeged  and  not  disclosed 
to  any  member  of  the  public  by  the  per¬ 
son  to  whom  it  belongs.  Data  and  infor¬ 
mation  submitted  or  divulged  to  the 
Food  and  Drug  Administration  which 
fall  within  the  definitions  of  a  trade  se¬ 
cret  or  confidential  commercial  infor¬ 
mation  are  not  available  for  public  dis¬ 
closure. 

’The  note  under  “Report  on  Research 
Use  of  Radioactive  Drug”  set  forth  in 
proposed  §370.100(0  (3),  stated  that 
the  name  of  the  Investigator  would  not 
be  disclosed  publicly.  Under  the  new 
regulation  promulgated  under  the  Free¬ 
dom  of  Information  Act,  such  informa¬ 
tion  may  be  publicly  disclosed.  Section 
361.1(c)(3)  (proposed  8  370.100(c)(3)) 
i  has  been  revised  accordingly. 

Therefore,  information  from  this  re¬ 
port  which  is  available  for  public  dis¬ 
closure  is  also  available  to  Agreement 
States  or  other  licensing  agencies  and 
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all  Radioactive  Drug  Research  Commit¬ 
tees  and  will  be  disclosed  in  accordance 
with  procedures  set  forth  in  21  CFR 
Part  4.  The  Commissioner  has  concluded 
that  it  is  Impractical,  because  of  re¬ 
source  llmltatlcHis,  to  provide  these  re¬ 
ports  to  Agreement  States  and  other 
licensing  agencies  and  to  other  FDA 
Radioactive  Drug  Research  Committees 
on  a  continuing  basis.  A  specific  request 
will  be  required  under  the  public  hifor- 
mation  regulations  (21  CFR  Part  4) . 

37.  One  comment  recommended  that 
the  age  of  all  research  subjects,  not  Just 
minors,  be  included  in  the  “Report  on 
Research  Use  of  Radioactive  Dnig”  set 
forth  in  proposed  8  370.100(c)(3). 
Another  comment  suggested  that  the 
number  of  adults  and  children  be  speci¬ 
fied  separately  on  each  report. 

While  such  data  are  not  necessary  to 
monitor  compliance,  the  Commissioner 
concludes  that  data  such  as  the  age  and 
sex  of  all  research  subjects  would  be  use¬ 
ful  in  evaluating  the  total  risk  to  the 
public  health  and  to  individuals. 
F\uther,  the  Commissioner  notes  that 
this  data  would  be  useful  to  the  FDA  in 
studies  of  the  radiation  dose  to  the  public 
from  all  radioactive  drugs.  Accordingly, 
§  361.1(c)  (3)  of  the  regulation  has  be^ 
modified  to  require  the  “Report  on  Re¬ 
search  Use  of  Radioactive  Drug”  to  in¬ 
clude  the  dose  to  each  research  subject 
by  age  and  sex. 

38.  One  comment  objected  to  the  re¬ 
quirement  of  reporting  immediately 
when  more  than  30  research  subjects 
were  involved  in  a  research  project  imder 
proposed  8  370.100  since  the  Individ¬ 
ual  risks  to  a  human  subject  receiving 
radioactive  materials  are  independent 
of  the  number  of  subjects.  Another  com¬ 
ment  felt  that  annual  reporting  by  the 
Radioactive  Drug  Research  Committee 
and  their  function  as  a  peer  review 
group  were  suflBclent  and  therefore  ob¬ 
jected  to  immediate  reporting  as  stated 
above  or  when  the  research  subject  is 
under  18  years  of  age.  • 

The  Commissioner  wishes  to  be  certain 
that  the  requirements  of  8  361.1  (pro¬ 
posed  8  370.100)  are  being  interpreted 
and  followed  in  a  satisfactory  manner. 
Relatively  large  research  studies,  such  as 
those  resulting  in  the  exposure  of  more 
than  30  research  subjects,  represent  a 
category  of  study  in  which  it  may  be 
particularly  appropriate  to  examine 
whether  the  need  for  the  number  of 
subjects  chosen  is  documented,  the 
radiation  dose  is  well  Justified,  and  the 
distinction  between  research  protocols 
and  clinical  trials  is  observed.  Simllariy, 
any  study  involving  radiation  exposure 
to  research  subjects  less  than  18  years  of 
age  may  need  special  attention  to  ex¬ 
amine  the  basis  for  carrying  out  the 
study  in  that  age  group  and  assure  that 
the  protocol  is  adequate  for  the  safety 
of  such  subjects.  The  Commissioner 
emphasizes  that  the  early  notification  of 
FDA  imder  these  circumstances  In  no 
way  implies  that  such  studies  are  unac¬ 
ceptable  or  inaiHiroprlate  or  that  these 
studies  require  preclearanee  by  the  FDA. 
Notification  Is  entirely  f<w  IDA’s  inter¬ 
nal  monitoring  of  this  new  regulation. 
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39.  One  comment  suggested  that  item 
5  of  the  “Report  of  Research  Use  of 
Radioactive  Dnig”  be  revised  to  read  as 
follows: 

6.  Radiation  Absorbed  Dose: 

a.  Radionuclide  Identification. 

b.  Administered  activity  dose— child,  adult 
(max.). 

c.  Maximum  number  of  activity  doses  per 
patient. 

d.  Estimated  absorbed  dose  per  single 
procedure — ^whole  body,  gonad  and  critical 
organ. 

The  Commissioner  has  reviewed  the 
terminology  in  item  5  and  Is  of  the  opin¬ 
ion  that  the  requirements  should  be 
stated  in  more  specific  terms.  He  has 
therefore  revised  these  parts  of  the  “Re¬ 
port  of  Research  Use  of  Radioactive 
Drug”  to  read  as  follows: 

5.  Name  of  the  radlonuclide(8)  used.  In¬ 
cluding  any  present  as  significant  contam¬ 
inants  or  impurities. 

6.  Radiation  absorbed  dose.  CHve  the  meth¬ 
ods  by  which  radiation  dose  commitment 
was  estimated,  such  as  by  calculation,  by  In 
vivo  measurements,  by  uptake  excretion,  at 
by  other  methods.  For  each  subject,  provide: 

a.  Age.  sex. 

b.  Amoimt  of  each  radionuclide  adminis¬ 
tered. 

c.  Estimated  absorbed  dose  per  single  ad¬ 
ministration  of  radioactive  drug,  expressed  as 
whole  body,  active  blood-forming  organa, 
lens  of  the  eye,  gonads,  and  other  organ 
dose. 

d.  If  more  than  one  administration  of  a 
radioactive  drug  per  subject,  cumulative 
radiation  dose  and  dose  commitment,  ex¬ 
pressed  as  whole  body,  active  blood-forming 
organs,  lens  of  the  eye.  gonads,  and  other 
organ  doses  from  the  administered  radionu¬ 
clides. 

E.  OTHER  CONDITIONS 

40.  Three  comments  expressed  the 
opinion  that  proposed  8  370.100(d)  (1) 
should  require  the  radioassay  of  the 
pharmaceutical  prior  to  administration 
and  one  cinnment  suggested  that  the  use 
of  a  dose  calibrator  be  required.  One 
comment  assumed  that  a  dose  calibrator 
would  be  required. 

Although  proposed  8  370.100  Implies 
that  the  radioactive  drug  will  be  assayed 
prior  to  use.  this  is  not  stated  explicitly. 
The  Commissioner  therefore  concurs 
with  this  part  of  the  comment,  conclud¬ 
ing  that  radioassay  of  some  kind  is  nec¬ 
essary  prior  to  use  of  the  radioactive 
drug.  Specific  designation  of  a  dose  cali¬ 
brator  is  Inappropriate,  however,  since 
other  assay  methods  would  be  acceptable. 
Section  361.1(d)(1)  (proposed  8  370.100 
(d)  (1))  is  therefore  amended  to  require 
radioassay  of  the  radioactive  drug  prior 
to  its  use. 

The  Commissioner  advises  that  §  361.1 
(d)  (1)  has  also  been  amended  to  state 
more  specifically  the  requirements  which 
the  Radioactive  Drug  Research  Commit¬ 
tee  must  consider  to  assure  that  the  ra¬ 
diation  dose  to  research  subjects  is  as 
low  as  practicable  to  perform  the  study 
and  to  meet  the  criteria  set  forth  in 
8  361.1(b)(3).  To  help  achieve  this  as¬ 
surance.  two  additional  requirements 
have  been  added  to  this  paragrtqih; 
namely,  that  the  radioactive  drug  chosen 
for  the  study  has  that  combination  (rf 
half-life,  types  of  radiation,  radiation 
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energy,  metabolism,  chemical  pr(H?erties, 
etc.,  which  results  in  the  lowest  dose  to 
the  whole  body  or  specific  organs  with 
which  it  is  possible  to  obtain  the  neces¬ 
sary  information  and  that  the  investi¬ 
gator  utilize  adequate  and  appropriate 
instnimentation  for  the  det^tion  and 
measurement  of  the  specific  radionuclide. 

41.  One  comment  stated  that  proposed 
§  370.100(d)  (5)  appeared  to  prohibit  re¬ 
search  studies  involving  metabolism  dur¬ 
ing  pregnancy  and  felt  that  the  accept¬ 
ability  of  performing  a  specific  study  on 
pregnant  females  should  be  the  decision 
of  the  FDA-approved  Radioactive  Drug 
Research  Committee. 

Both  the  International  Commission  on 
Radiological  Protection  (ICRP)  and  the 
National  Council  on  Radiation  Protec¬ 
tion  and  Measurements  (NCRP)  have 
expressed  concern  over  the  possible  ad¬ 
verse  effects  on  the  human  embryo  and 
fetus  from  radiation  exposure  to  preg¬ 
nant  women.  The  Ccnnmissioner  has 
determined  that,  because  of  the  potential 
risk  to  an  embryo  or  fetus,  the  use  of  a 
radioactive  drug  during  pregnancy  can¬ 
not  be  generally  recognized  as  safe; 
therefore,  such  studies  cannot  be  con¬ 
ducted  imder  S  361.1.  This  limitation  in 
no  way  reflects,  however,  any  prejudg- 
ment  as  to  whether  such  a  study  may 
be  conducted  under  an  IND.  The  Com¬ 
missioner  emphasizes  that  the  radiation 
dose  limits,  pharmacological  dose  limits. 
Radioactive  Drug  Research  Committee 
requirements,  and  all  other  requirements 
of  I  361.1  relate  only  to  a  specific  group 
of  radioactive  drugs  for  certain  research 
uses.  There  is  no  intent  that  any  of  these 
limits  represent  actual  or  de  facto  limits 
for  studies  conducted  under  an  IND. 
Therefore,  research  studies’ in  pregmant 
women  may  be  permitted  where  the 
sponsor  submits  an  IND  and  ccunplies 
with  the  requirements  of  §  312.1. 

42.  One  comment  requested  clarifica¬ 
tion  of  proposed  §  370.10(Kd)  (7)  as  to 
whether  the  statement  in  “No  study  in¬ 
volving  •  *  •,  no  matter  how  small  the 
amount  of  radioactivity,  shall  be  per¬ 
mitted  •  •  would  require  Radioac¬ 
tive  Drug  Research  Committee  approval 
for  the  use  of  any  compoimd  containing 
naturally  occurring  radioisotopes  such 
as  potassium  which  contains  0.012  per¬ 
cent  K-40. 

The  Commissioner  advises  that  S  361.1 
(proc>osed  S  370.100)  pertains  only  to 
compounds  to  which  tracer  quantities  of 
certain  radionuclides  have  been  deliber¬ 
ately  attached  and  not  to  an  element, 
such  as  potassium,  which  contains  trace 
amounts  of  radioisotopes  in  its  natural 
state.  Section  361.1(d)  (7)  has  been  modi- 
fled  to  reflect  this. 

43.  One  ccxnment  questioned  the 
meaning  of  the  word  “active”  as  used  in 
the  term  “active  ingredient,”  relative  to 
information  required  on  the  label  by  sec¬ 
tion  502(e)  of  the  act  and  proposed 
§  370.100(f)  and  expressed  the  feeling 
that  all  ingredients  in  an  injectable 
preparation  should  be  specifled  and  listed 
under  proposed  S  370.100(f)  and  a  deter¬ 
mination  made  later  on  whether  Uiey  are 
“active”  or  not. 


The  Commissioner  advises  that  the 
deflnition  of  “active  Ingredient”  in  21 
CFR  210.3(d)(5)  (formerly  21  CPR 
133.1(d)(5)  prior  to  recodiflcation  pub¬ 
lished  in  the  Federal  Register  of 
March  27,  1975  (40  FR  13996) )  is  appU- 
cable  to  §  361.1(f)  (4)  of  these  rela¬ 
tions.  Active  ingredient  is  defined  as  “any 
component  which  is  intended  to  furnish 
pharmacological  activity  or  other  direct 
effect  in  the  diagnosis,  cm^,  mltigration, 
treatment,  or  prevention  of  disease,  or 
to  affect  the  structure  or  any  function 
of  the  body  of  man  or  other  animals.  The 
term  shall  include  those  components 
which  may  undergo  chemical  change  in 
the  manufacture  of  the  drug  and  be  pres¬ 
ent  in  the  finished  drug  product  in  a 
modified  form  intended  to  furnish  the 
specifled  activity  or  effect.”  The  Com- 
i^ssioner  agrees  that  radioactive  drug 
products  intended  for  parenteral  admin¬ 
istration  iinder  §  361.1  should  be  labeled 
to  identify  all  inactive  ingredients  in  the 
same  way  as  other  drug  products  for 
parenteral  administration  under  §  201.100 

(b)  (5)  (iii)  (formerly  §  1.106(b)  (2)  (v) 

(c) )  and  has  modifl^  §  361.1(f)  corre¬ 
spondingly.  All  other  label  requirements 
imposed  by  section  502  (b)  and  (e)  of 
the  act  which  were  stated  in  the  pre¬ 
amble  to  the  proposal  have  also  been 
listed  under  5  361.1(f). 

The  Commissioner  also  advises  that  the 
proposal  (in  the  preamble  and  proposed 
§  370.100(f) )  indicated  label  and  labeling 
requirements  for  radioactive  materials. 
Such  requirements  are  speciflc  label  re¬ 
quirements  as  imix>sed  by  section  502  (b) 
and  (e)  of  the  act  and  certain  other 
requirements  and  are  to  appear  on  the 
label  of  the  immediate  container  and 
shielded  container  unless  otherwise  spec¬ 
ifled.  The  wording  in  the  final  order 
has  been  revised  to  reflect  this. 

44.  One  comment  suggested  revising 
paragraph  (f)  of  proposed  §  370.100  to 
read:  “A  radioactive  drug  prepared, 
packaged,  distributed  and  primarily  in¬ 
tended  for  use  in  accordance  with  the 
requirements  of  this  section  shall  be  ex¬ 
empt  from  section  502(f)(1)  of  the  act 
and  section  1.106  of  this  chapter  if  the 
packaging,  label  and  labeling  are  in  com¬ 
pliance  with  Federal.  State,  and  local  law 
regarding  radioactive  materials  and  if 
the  packaging,  label  and  labeling  re¬ 
quired  for  radioactive  materials  by  the 
Nuclear  Regulatory  CTommission  and  by 
State  and  local  radiological  health  au¬ 
thorities  bear  the  following;  *  •  ’.'’The 
comment  further  proposed  the  addition 
of  a  new ,  paragraph  (f)(6)  to  read 
“whether  the  drug  is  for  investigational 
use  only;”  and  a  new  paragraph  (f)(7) 
to  read  “The  expiration  date,  special 
storage  conditions,  pyro.genicity,  speciflc 
concentration  and  addition  of  bacterio¬ 
static  agents”  and  addition  of  a  new 
sentence  reading  “In  the  event  that  the 
Immediate  container  of  any  radioactive 
drug  is  too  small  to  contain  the  informa¬ 
tion  set  forth  in  paragraph  seven  (7) 
above,  the  information  shall  be  furnished 
in  the  product’s  accompanying  label.” 

The  Commissioner  concludes  that  the 
Initial  wording  of  I  361.1(f)  (proposed 
i  370.100(f) )  is  preferable  to  the  sug¬ 


gested  alternative.  The  requirements  by 
the  FDA  for  labeling  may  be  in  addition 
to  the  requirements  of  the  NRC.  other 
Federal  authorities,  or  State  and  local 
radiological  health  authorities.  Para¬ 
graph  (f )  of  proposed  370.100  was  Uiere- 
fore  written  to  allow  the  NRC  or  the 
State  and  local  health  authorities  to  de¬ 
cide  whether  they  wanted  a  distinct  ra¬ 
dioactive  warning  on  the  label,  apart 
from  other  labeling.  The  suggested  al¬ 
ternative  does  not  provide  for  this. 

The  suggested  paragraph  (f)  (6)  is  not 
applicable  since  these  are  not  investiga¬ 
tional  drugs,  as  that  term  is  normally 
used  (l.e.,  a  drug  imder  an  IND),  al¬ 
though  these  drugs  are  used  for  research. 
The  statement  described  in  S  361.1(f)  (2) 
is  proper  for  radioactive  drugs  for  re¬ 
search  use  under  this  section. 

With  regard  to  the  suggested  para¬ 
graph  (f )  (7) ,  the  name  and  quantity  of 
all  bacteriostatic  agents  and  other  inac¬ 
tive  ingredient(s)  are  required  by  21  CFR 
201.100(b)  (5)  (ill)  (formerly  21  CFR 
1.106(b)  (2)  (V)  (c) )  if  a  drug  product  is 
for  parenteral  use.  Section  361.1(f)  (pro¬ 
posed  370.100(f) )  has  been  modified  to 
Include  this  requirement.  Section  502(h) 
of  the  act  requires  that  drugs  liable  to 
deterioration  shall  bear  a  statement  of 
sueh  precaution  as  necessary  for  the  pro¬ 
tection  of  the  public  health.  The  Com¬ 
missioner  concludes  that,  because  of  the 
special  nature  of  radioactive  drugs,  i.e., 
radioactive  decay,  the  label  for  such 
drugs  shall  contain  an  expiration  date. 
If  special  storage  conditions  are  neces¬ 
sary  to  maintain  the  drug  product’s 
stability  for  its  anticipated  shelf  life, 
manufacturers  are  responsible  for  pro¬ 
viding  such  information  in  the  labeling. 
If  a  radioactive  drug  is  recognized  in  an 
ofBcial  compendium,  it  shall  be  labeled 
as  prescribed  by  such  compendium. 

Current  good  manufacturing  practices 
require  that  the  manufacturer  assure 
that  the  drug  finished  dosage  form  has 
the  identity,  strength,  quality,  and  purity 
stated  in  the  labeling.  For  radioactive 
drugs  for  parenteral  use,  manufactiuers 
must  therefore  have  evidence  that  the 
methods  of  manufacture  and  steriliza¬ 
tion  employed  are  adequate  to  ensure 
that  ea^  final  product  is  sterile  and 
pyrogen  free.  It  is  the  responsibility  of 
the  Radioactive  Drug  Research  Com¬ 
mittee  to  determine  that  radioactive  ma¬ 
terials  for  parenteral  use  under  S  361.1 
are  prepared  in  sterile  and  pyrogen-free 
form. 

The  Commissioner  has  also  concluded 
that  the  speciflc  concentration  for  each 
radioactive  drug  should  be  expressed  on 
the  label.  Section  361.1(f)  (proposed 
§  370.100(f) )  has  been  revised  to  require 
that  the  label  include  the  total  quantity 
of  radioactivity  in  the  drug  product’s  im¬ 
mediate  container  and  the  amount  of  ra¬ 
dioactivity  per  unit  volume  or  unit  mass 
at  a  designated  referenced  time.  Sec¬ 
tion  361.1(f)  has  also  been  revised  to  re¬ 
quire  that  the  label  bear  the  route  of  ad¬ 
ministration  if  the  drug  is  for  other  than 
oral  use,  as  is  required  for  aU  prescrip¬ 
tion  drugs  under  21  CFR  201.100.  In¬ 
formation  which  may  be  placed  on  the 
label  of  the  shielded  container  only  if 
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the  immediate  container  label  is  too 
small  to  accommodate  all  of  the  neces¬ 
sary  information  is  also  specified. 

Miscellaneous 

45.  One  comment  suggested  changing 
paragraph  (b)  of  proposed  9  370.100  to 
read:  “The  conditions  under  which  use 
of  any  radioactive  drug  for  research, 
which  has  been,  are  now  or  will  be  reg¬ 
ulated  by  the  Food  and  Drug  Adminis¬ 
tration  or  which  is  introduced  into  inter¬ 
state  commerce,  as  safe  and  effective 
are:’’.  The  comment  also  suggested  add¬ 
ing  a  new  paragraph  (d)  to  proposed 
9  370.100  to  state  “These  regulations  will 
not  act  to  exempt  any  drug  covered  by 
this  part  from  any  other  provlsirai  cff 
law  or  regulation  applicable  thereto.” 

The  Commissioner  has  concluded  that 
the  suggested  changes  to  proposed  9  370.- 
100  are  unnecessary.  This  regulation  in 
no  way  implies  that  other  provisions  of 
law  or  regulation  axe  not  applicable.  In 
fact,  the  regulation  clearly  alludes  to  the 
licensing  requirements  of  the  NRC.  This 
regulation  will  apply  to  all  radioactive 
drugs  that  are  generally  recognized  as 
safe  and  effective  xmtll  future  develop¬ 
ments,  experience,  or  knowledge  necessi¬ 
tates  revision. 

46.  One  comment  stated  that  there 
were  no  recommendations  in  the  pro¬ 
posed  regulations  pertaining  to  tiie 
proper  disposal  of  Isotopes. 

The  Commissioner  advises  that  the 
NRC  and  Agreement  States  control  ra¬ 
diation  safety  during  the  manufacture, 
use,  and  disposal  of  radioactive  drugs. 

47.  One  comment  asked  if  a  separate 
oflBce  within  the  FDA  had  been  assigned 
responsibility  solely  for  radiopharmaceu¬ 
ticals. 

The  Commissioner  advises  that  for  all 
radioactive  drug  products,  including  ra¬ 
dioactive  biological  products,  review  of  a 
"Notice  of  Claimed  Investigational  Ex¬ 
emption  for  a  New  Drug,”  amendments 
to  such  notice,  a  new  drug  application, 
amendments  and  supplements  to  such 
application,  and  approving  and  monitor¬ 
ing  the  activities  of  the  Radioactive  Drug 
Research  Committee  shall  be  the  respon¬ 
sibility  of  the  Radiopharmaceutical 
Group,  Division  of  Oncology  and  Radio¬ 
pharmaceutical  Drug  Products,  (HFD- 
150) ,  Bureau  of  Drugs,  5600  Fishers  Lane, 
Rockville,  MD  20852.  Elsewhere  in  this 
issue  of  the  Federal  Register,  the  Com¬ 
missioner  is  issuing  an  order  transfer¬ 
ring  responsibility  for  radioactive  bio¬ 
logical  products  from  the  Bureau  of 
Biologies  to  the  Bureau  of  Drugs  to  con¬ 
solidate  processing  of  all  radioactive  drug 
matters  in  one  office. 

48.  One  comment  indicated  that  pro¬ 
posed  9  370.100(f)  permits  the  label  and 
labeling  of  “tagged”  compounds  to  con¬ 
tain  information  required  by  the  NRC  or 
State  authorities,  but  this  is  not  men¬ 
tioned  regarding  those  radioactive  drugs 
covered  vmder  topics  A,  B,  and  C  of  the 
preamble  to  the  proposal. 

The  Commissioner  has  determined 
that  all  radioactive  drugs.  Including 
those  which  require  the  submission  of  an 
NDA,  IND,  or  an  appllcatian  for  a  bio¬ 
logical  product  license,  as  discussed  un¬ 


der  topics  A,  B,  and  C  of  the  preamble 
to  the  July  29, 1974  proposal,  are  permit¬ 
ted  to  have  on  their  label  and  labeling 
information  required  by  the  NRC  and 
State  and  loc^  radiation  control  author¬ 
ities,  if  all  of  the  FDA  labeling  require¬ 
ments  of  section  502  of  the  act  and  21 
CFR  201.100  (formerly  21  CFR  1.106(b)) 
are  met. 

49.  One  comment  expressed  concern 
as  to  the  effect  these  regulations  will 
exert  on  existing  competition  within  the 
radiopharmaceutical  industry  during  the 
transition  from  regulation  by  the  NRC  to 
regulation  by  the  FDA.  Further,  the  com¬ 
ment  expressed  concern  regarding  the 
cost  of  the  transition  and  any  competitive 
disadvantage  or  restrictions  imposed  dur¬ 
ing  this  transition  period.  The  comment 
emphasized  that  it  is  essential  that 
nothing  in  these  regulations  create  a 
competitive  advantage  for  one  manufac¬ 
turer  over  another. 

The  Commissioner  sees  no  basis  for 
the  concern  expressed  by  the  comment. 

50.  Two  comments  pointed  out  a  typxj- 
graphical  error  in  the  paragraph  head¬ 
ing  for  proposed  9  1.106(p).  The  word 
“radlocative”  should  read  “radioactive.” 

The  typographical  error  as  noted  in 
the  comment  has  been  corrected.  In  ad¬ 
dition,  proposed  9  1.106(p)  has  been  re¬ 
codified  as  9  201.129  in  the  final  regula¬ 
tion  in  accordance  with  the  recodification 
of  9  1.106  into  Part  201,  published  in  the 
Federal  Register  of  March  27,  1975  (40 
FR  13996) . 

Effective  Dates 

51.  One  comment  requested  that  the 
December  31, 1974  and  July  1, 1975  dead¬ 
lines  as  set  forth  in  the  proposal  be  ex¬ 
tended  by  the  FDA  on  a  dnig-by-drug 
and  manufacturer-by-manufacturer  ba¬ 
sis  to  provide  adequate  time  to  comply 
with  the  final  regulations,  following  any 
any  modification  resulting  from  com¬ 
ments  submitted. 

The  proposal  identified  effective  dates 
for  specific  changes  to  implement  FDA 
regulations  regarding  radioactive  new 
drugs.  Due  to  the  length  of  time  needed 
to  review  the  comments  and  prepare  the 
final  regulation,  the  Commissioner  has 
foimd  it  necessary  to  extend  these  pro¬ 
posed  effective  dates  as  follows:  (1)  the 
December  31,  1974  date  for  submission 
of  an  NDA,  IND,  or  an  application  for  a 
biological  product  license  for  each  drug 
containing  those  radionuclides  listed  im- 
der  9  310.503(f)(1)  and  for  submission 
of  the  information  for  an  investigational 
new  drug  as  required  by  9  310.503(g)  is 
extended  to  August  25,  1975;  (2)  the 
October  1, 1974  date  referred  to  in  9  310.- 
503(g)  is  extended  to  July  25,  1975;  (3) 
the  January  1,  1975  date  referred  to  in 
9  310.503  (f)  (4)  and  (5)  and  (h)  is  ex¬ 
tended  to  after  August  25,  1975;  (4)  the 
effective  date  for  deleting  the  “Note”  that 
appears  at  the  end  of  9  312.1  is  extended 
to  after  August  25,  1975;  and  (5)  the 
July  1,  1975  date  referred  to  in  9  310.503 
(d)(3),  (f)(5),  and  (g)  is  extended  to 
February  20,  1976.  The  regulations  have 
been  revised  accordingly.  The  Commis¬ 
sioner  concludes  that  there  has  been  ade¬ 
quate  discussion  and  notice  of  these  re¬ 


quirements,  and  that  the  time  periods 
established  should  not  result  in  a  hard¬ 
ship  to  any  manufacturer. 

Therefore,  tmder  the  Federal  Food, 
Drug,  and  Cosmetic  Act  (secs.  505,  701 
(a),  52  Stat.  1052-1053,  as  amended, 
1055  (21  U.S.C.  355,  371(a)),  the  Public 
Health  Service  Act  (sec.  351,  58  Stat.  702, 
as  amended  (42  UB.C.  262)),  authority 
delegated  to  the  Commissioner  (21  CFR 
2.120) ,  and  in  cooperation  with  the  Nu¬ 
clear  Regulatory  Commission,  Title  21 
of  the  Code  of  Federal  Regulations  is 
amended  as  foUows: 

PART  201— LABELING 

1.  In  Subpart  D  a  new  9  201.129  is 
added  to  read  as  follows: 

§  201.129  Drugs  and  devices;  exemption 
for  radioactive  drugs  for  research 
use. 

A  radioactive  drug  Intended  for  ad¬ 
ministration  to  human  research  subjects 
during  the  course  of  a  research  project 
intended  to  obtain  basic  research  infor¬ 
mation  regarding  metabolism  (Including 
kinetics,  distribution,  and  localization) 
of  a  radioactlvely  labeled  drug  or  re¬ 
garding  human  physiology,  pathophys¬ 
iology,  or  biochemistry  (but  not  in¬ 
tended  for  immediate  therapeutic,  diag¬ 
nostic,  or  similar  purposes),  under  the 
conditions  set  forth  in  9  361.1  of  this 
chapter,  shall  be  exempt  from  section 
502(f)(1)  of  the  act  if  the  packaging, 
label,  and  labeling  are  in  compliance 
with  9  361.1(f)  of  this  chapter. 


PART  310 — NEW  DRUGS 

2.  In  9  310.3  add  a  new  paragraph  (n) 
to  read  as  follows: 

§  310.3  Definitions  and  interpretations. 
•  •  •  *  • 

(n)  The  term  “radioactive  drug” 
means  any  substance  defined  as  a  drug 
in  section  201(g)  (1)  of  the  Federal  Pood, 
Drug,  and  Cosmetic  Act  which  exhibits 
spontaneous  disintegration  of  unstable 
nuclei  with  the  emission  of  nuclear  par¬ 
ticles  or  photons  and  includes  any  non¬ 
radioactive  reagent  kit  or  nuclide  gen¬ 
erator  which  is  intended  to  be  used  in 
the  preparation  of  any  such  substance 
but  does  not  include  drugs  such  as 
carbon-containing  compoimds  or  potas¬ 
sium-containing  salts  which  contain 
trace  quantities  of  naturally  occurring 
radionuclides.  The  term  “radioactive 
drug”  includes  a  “radioactive  biological 
product”  as  defined  in  9  600.3  (ee)  of  this 
chapter. 

3.  In  9  310.503  revise  paragraph  (d) 
and  add  new  paragraphs  (f),  (g),  and 
(h) ,  to  read  as  follows: 

§  310.503  Requirements  regarding  cer¬ 
tain  radioactive  drugs. 

•  •  •  •  • 

(d)  (1)  In  view  of  the  extent  of  ex¬ 
perience  with  the  isotcHPes  listed  in  para¬ 
graph  (c)  of  this  section,  the  Nuclear 
Regulatory  Commission  and  the  Food 
and  Drug  Administration  conclude  that 
such  isotopes  should  not  be  distributed 
under  investigational-use  labeling  when 
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they  are  actually  intended  for  use  In 
medical  practice. 

(2)  The  exemption  referred  to  in 
paragraph  (a)  of  this  section,  as  applied 
to  any  drug  or  biologic  containing  any 
of  the  isotopes  listed  in  paragraph  (c) 
of  this  section,  in  the  “chemical  form” 
and  intended  for  the  uses  stated,  is 
terminated  on  March  3,  1972,  except  as 
provided  in  paragraph  (d)  (3)  of  this 
section. 

(3)  The  exemption  referred  to  in  para¬ 
graph  (a)  of  this  section,  as  applied  to 
any  drug  or  biologic  containing  any  of 
the  isotopes  listed  in  paragraph  (c)  of 
this  section,  in  the  “chemical  form”  and 
intended  for  the  uses  stated,  for  which 
drug  a  new  drug  application  or  a  "Notice 
of  Claimed  Investigational  Exemption 
for  a  New  Drug”  was  submitted  prior  to 
March  3,  1972,  or  for  which  biologic  an 
application  for  product  license  or  “No¬ 
tice  of  Claimed  Investigational  Exemp¬ 
tion  for  a  New  Drug”  was  submitt^ 
prior  to  March  3,  1972,  is  terminated 
either  upon  issuance  of  a  nonapprovable 
notice  for  the  new  drug  application  or 
application  for  product  license  or  ter¬ 
mination  of  the  “Notice  of  Claimed  In¬ 
vestigational  Exemption  for  a  New 
Drug,”  or  on  February  20, 1978,  whichever 
occurs  first. 

•  •  •  #  • 

(f)  (1)  Based  on  its  experience  in  reg- 
iilating  investigational  radioactive  phar¬ 
maceuticals,  the  Nuclear  Regulatory 
Commission  has  compiled  a  list  of  reac¬ 
tor-produced  isotopes  for  which  it  con¬ 
siders  that  applicants  may  reasonably 
be  expected  to  submit  adequate  evidence 
of  safety  and  effectiveness  for  use  as  rec¬ 
ommended  in  appropriate  labeling;  such 
use  may  include,  among  others,  the  uses 
in  this  tabulation: 


Isotope 

Chemical  form 

Use 

Ftuorlne  18. 

Fluoride . 

Bone  imaging. 

Indlnm- 

Diethylenetriamiiie 

Brain  im^ng; 

llSm. 

peniaaeetlc  acid 
(DTPA). 

kidney  ima^ng. 

Do . 

Chloride . 

Placenta  Imaging; 
blood  pool 

Tschne- 

Homan  seram 

ima^ng. 

Long  imaging. 

timn 

albumin  micro- 

Win. 

spheres. 

Do . 

Diethylenetri  amine 

Kidney  imaging; 

pentaacetic  acid 

kidney  (uncUon 

(8n). 

studies. 

Do . 

. do . 

Brain  imaging. 

Do . 

Polyphosphates . 

Bone  imaging. 

Do . 

Technetated  amre- 
gated  alboraiii 
(human). 

Lung  imaging. 

Do . 

Disodium 

etidronate. 

Bone  imaging. 

(2)  In  view  of  the  extent  of  experience 
with  the  isotopes  listed  in  paragraph  (f ) 

(1)  of  this  section,  the  Nuclear  Regula¬ 
tory  Commission  and  the  Food  and  Drug 
Administration  conclude  that  they  shoiild 
not  be  distributed  under  investigational- 
use  labeling  when  they  are  actually  in¬ 
tended  for  use  in  medical  practice. 

(3)  Any  manufacturer  or  distributor 
interested  in  continuing  to  ship  in  inter¬ 
state  commerce  drugs  containing  the 
isotopes  listed  in  paragraph  (f)(1)  of 
this  section  for  any  of  the  indications 
listed,  shall  submit,  on  or  before  Au¬ 
gust  25,  1975  to  the  Bureau  of  Drugs, 


Food  and  Drug  Administration,  5600 
Fishers  Lane,  Rockville,  MD  20852,  a  new 
drug  application  or  a  “Notice  of  (Maimed 
Investigational  Exemption  for  a  New 
Drug”  for  each  such  drug  for  which  the 
manufacturer  or  distributor  does  not 
have  an  approved  new  drug  application 
pursuant  to  section  505(b)  of  the  act.  If 
the  drug  is  a  biologic,  a  “Notice  of 
Claimed  Investigation  Exemption  for  a 
New  Drug”  or  an  application  for  a  license 
under  section  351  of  the  Public  Health 
Service  Act  sh£dl  be  submitted  tb  the  Bu¬ 
reau  of  Biologies,  Food  and  Di^  Admin¬ 
istration,  8800  Rockville  Pike,  Bethesda, 
MD  20014,  in  lieu  of  any  submission  to  the 
Bureau  of  Drugs. 

(4)  The  exemption  referred  to  in  para¬ 
graph  (a)  of  this  section,  as  applied  to 
any  drug  or  biologic  containing  any  of 
the  isotopes  listed  in  paragraph  (f)  (1) 
of  this  section,  in  the  “chemical  form” 
and  intended  for  the  uses  stated,  is  ter¬ 
minated  August  25,  1975  except  as  pro¬ 
vided  in  paragraph  (f )  (5)  of  this  section. 

(5)  The  exemption  referred  to  in  para¬ 
graph  (a)  of  this  section,  as  applied  to 
any  drug  or  biologic  containing  any  of 
the  isotopes  listed  in  paragraph  (f)(1) 
of  this  section  in  the  “chemical  form” 
and  intended  for  the  uses  stated,  for 
which  drug  a  new  drug  application  or  a 
"Notice  of  Claimed  Investigational  Ex¬ 
emption  for  a  New  Drug”  was  submitted 
to  the  Bureau  of  Drugs  on  or  before  Au- 
gmt  25. 1975  or  for  which  biologic  an  ap¬ 
plication  for  product  license  or  “Notice  of 
Claimed  Investigational  Exemption  for  a 
New  Drug”  was  submitted  to  the  Bureau 
of  Biologies  on  or  before  August  25,  1975 
is  terminated  either  upon  issuance  of  a 
nonapprovable  notice  for  the  new  drug 
application  or  application  for  product 
license  or  termination  of  the  “Notice  of 
Claimed  Investigational  Exemption  for  a 
New  Drug,”  or  on  February  20,  1976 
whichever  occurs  first. 

(g)  The  exemption  referred  to  in  para¬ 
graph  (a)  of  this  section,  as  applied  to 
any  drug  intended  solely  for  investiga¬ 
tional  use  as  part  of  a  research  project, 
which  use  had  been  approved  on  or  be- 
fore  July  25,  1975  in  accordance  with 
10  CTR  35.11  (or  equivalent  regulation  of 
an  Agreement  State)  is  terminated  on 
February  20. 1976  if  the  manufacturer  of 
such  drug  or  the  sponsor  of  the  investiga¬ 
tion  of  such  drug  submits  on  or  before 
August  25.  1975  to  the  Food  and  Drug 
Administration.  Bureau  of  Drugs,  HFD- 
150,  5600  Fishers  Lane,  Rockville,  MD 
20852,  the  following  information; 

( 1 )  The  research  project  title ; 

(2)  A  brief  description  of  the  purpose 
of  the  project; 

(3)  The  name  of  the  investigator  re¬ 
sponsible; 

(4)  The  name  and  license  number  of 
the  institution  holding  the  specific  11- 
cease  under  10  CFR  35.11  (or  equivalent 
regulation  of  an  Agreement  State) ; 

(5)  The  name  and  maximum  amount 
per  subject  of  the  radionuclide  used; 

(6)  The  number  of  subjects  involved; 
and 

(7)  The  date  on  which  the  adminis¬ 
tration  of  the  radioactive  drugs  is  ex¬ 
pected  to  be  completed. 


(h)  The  exemption  referred  to  in  par¬ 
agraph  (a),  as  applied  to  any  drug  not 
refemd  to  in  paragraphs  (d),  (f),  and 
(g)  of  this  section,  is  terminated  after 
August  25,  1975. 


PART  312— NEW  DRUGS  FOR 
INVESTIGATIONAL  USE 

4.  In  §  312.1,  amend  paragraph  (a)  (2) 
in  Form  FD-1571  by  adding  a  new 
item  6.d  and  two  new  ^ntences  to  item 
10.a  and  delete  in  its  entirety,  effective 
August  25,  1975,  the  “Note”  regarding 
sm  order  of  the  Commissioner  of  Food 
and  Drugs  published  in  the  Federal 
Register  on  January  8,  1963  (28  FR 
183),  as  it  appears  at  the  end  of  §  312.1, 
to  read  as  follows: 

§  312.1  Conditions  for  exemption  of 
new  drugs  for  investigational  use. 

(a)  •  •  • 

(2)  •  •  • 

Form  PD-1671 

•  •  •  •  • 

-  6.  •  •  * 

d.  If  the  drug  is  a  radioactive  drug,  suffi¬ 
cient  data  must  be  avaliable  from  animal 
studies  or  previous  human  studies  to  allow 
a  reasonable  ocdculation  of  radiation  ab¬ 
sorbed  dose  upon  administration  to  a  human 
being. 

•  *  *  •  • 

10.*  •  • 
a.  •  •  • 

If  a  drug  is  a  radioactive  drug,  the  clinical 
pharmacology  phase  must  Include  studies 
which  wUl  obtain  sufficient  data  for  dosim¬ 
etry  oalculatioxu.  These  studies  should 
evaluate  the  excretion,  whole  body  reten¬ 
tion,  and  organ  distribution  of  the  radio¬ 
active  material. 

•  •  •  •  • 

PART  361— PRESCRIPTION  DRUGS  FOR 
HUMAN  USE  GENERALLY  RECOGNIZED 
AS  SAFE  AND  EFFECTIVE  AND  NOT 
MISBRANDED:  DRUGS  USED  IN  RE¬ 
SEARCH 

5.  Add  a  new  Part  36l,  consisting  at 
this  time  of  one  section,  to  read  as 
follows: 

Authobitt:  Federal  Food.  Drug  and  Cos¬ 
metic  Act,  Sec.  605, 701  (a) .  62  Stat.  1062-1053, 
as  amended,  1055  (21  UjB.C.  355,  371(a); 
Public  Health  Service  Act,  Sec.  361,  58  Stat. 
702,  as  amended  (42  UA.C.  262). 

§  361.1  Radioactive  drugs  for  certain 
research  uses. 

(a)  Radioactive  drugs  (as  defined  in 
S  310.3  (n)  of  this  chapter)  are  generally 
recognized  as  safe  and  effective  when  ad¬ 
ministered,  under  the  conditions  set 
forth  in  paragraph  (b)  of  this  sec¬ 
tion.  to  human  research  subjects  during 
the  course  of  a  research  project  intended 
to  obtain  basic  information  regarding 
the  metabolism  (including  kinetics,  dis¬ 
tribution,  and  localization)  of  a  radlo- 
actively  labeled  drug  or  regarding  human 
phinslology,  pathophysiology,  or  bio¬ 
chemistry,  but  not  intended  for  Imme¬ 
diate  therapeutic,  diagnostic,  or  similar 
purposes  or  to  determine  the  safety  and 
effectiveness  of  the  drug  In  humans  for 
such  purposes  (l.e.,  to  carry  out  a  clini¬ 
cal  trial) .  Certain  basic  research  studies. 
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e.g.,  studies  to  determine  whether  a  drug 
localizes  in  a  particular  organ  or  fliild 
space  and  to  describe  the  kinetics  of  that 
localization,  may  have  eventual  thera¬ 
peutic  or  diagnostic  implications,  but  the 
initial  studies  are  considered  to  be  basic 
research  within  the  meaning  of  this 
section. 

(b)  The  conditions  under  which  use  of 
radioactive  drugs  for  research  are  con¬ 
sidered-safe  and  effective  are: 

(1)  Approval  by  Radioactive  Drug  Re¬ 
search  Committee.  A  Radioactive  Drug 
Research  Committee,  composed  and  ap¬ 
proved  by  the  Food  and  Drug  Adminis¬ 
tration  in  accordance  with  paragraph  (c) 
of  this  section,  has  determined,  in  ac¬ 
cordance  with  the  standards  set  forth  in 
paragraph  (d)  of  this  section,  that: 

(1)  The  pharmacological  dose  is  within 
the  limits  set  forth  in  paragraph  (b)  (2) 
of  this  section; 

(il)  The  ra^ation  dose  is  within  the 
limits  set  forth  ia  paragraph  (b)  (3)  of 
this  section; 

(ill)  The  radiaWon  exposure  is  justi¬ 
fied  by  the  quality  of  the  study  being 
undertaken  and  the  Importance  of  the 
information  it  seeks  to  obtain; 

(iv)  The  study  meets  the  other  re- 
qulremMits  set  forth  in  paragraph  (d)  of 
this  section  regarding  qualifications  of 
the  investigator,  proper  licensure  for 
handling  radioactive  materials,  selection 
and  consent  of  reserach  subjects,  quality 
of  radioactive  drugs  us^,  research 
protocol  derigm.  reporting  of  adverse  re¬ 
actions,  and  approval  by  an  appropriate 
Institutional  Review  Committee;  and 

(v)  The  use  of  the  radioactive  drug  in 
human  subjects  has  the  approval  of  the 
Radioactive  Drug  Research  Committee. 

(2)  Limit  on  pharmacological  dose. 
The  sunount  of  active  ingredient  or  com¬ 
bination  of  active  ingredients  to  be  ad¬ 
ministered  shall  be  known  not  to  cause 
any  clinically  detectable  pharmacologi¬ 
cal  effect  in  human  beings.  If  the  same 
active  ingredients  (exclusive  of  the  radio¬ 
nuclide)  are  to  be  administered  simulta¬ 
neously.  e.g.,  under  a  “Notice  of  CHalmed 
Investigational  Exemption  for  a  New 
Drug”  or  for  a  therapeutic  use  in  accord- 

I  ance  with  labeling  for  a  drug  aiH>roved 
under  Part  314  of  this  chapter,  the  total 
amount  of  active  ingredients  including 
the  radionuclide  shall  be  known  not  to 
exceed  the  dose  limitations  applicable  to 
the  separate  administration  of  the  active 
ingredients  excluding  the  radionuclide. 

(3)  Limit  on  radiation  dose.  The 
amount  of  radiocustlve  material  to  be  ad¬ 
ministered  shall  be  such  that  the  subject 
receives  the  smallest  radiation  dose  with 
which  it  is  practical  to  perform  the  study 
without  Jeopardizing  the  benefits  to  be 
obtained  from  the  study. 

(1)  Under  no  circumstances  may  the 
radiation  dose  to  an  adult  research  sub¬ 
ject  from  a  single  study  or  cumulatively 
from  a  number  of  studies  conducted 
within  1  year  be  generally  recognised  as 
safe  If  such  dose  exceeds  the  following: 


Whole  body,  active  blood-forming  organs, 
lens  of  the  eye,  and  gonads: 

Rems 


single  dose _  3 

Annual  and  total  dose  conunlt- 

ment  _ : _  6 

Other  organs: 

Single  dose _  6 

Annual  and  total  dose  conuult- 
ment  _  16 


(ii)  For  a  research  subject  under  18 
years  of  age  at  his  last  birthday,  the 
radiation  dose  shall  not  exceed  10  per¬ 
cent  of  that  set  forth  in  paragraph  (b) 
(3)  (i)  of  this  section. 

(ill)  All  radioactive  material  included 
in  the  drug  either  as  essential  material 
or  as  a  significant  contaminant  or  im¬ 
purity  shall  be  Included  when  determin¬ 
ing  the  total  radiation  doses  and  dose 
commitments.  Radiation  doses  from 
x-ray  procedures  that  are  part  of  the  re¬ 
search  study  (i.e.,  would  not  have  oc¬ 
curred  but  for  the  study)  shall  also  be 
included.  The  possibility  of  follovrup 
studies  shall  be  considered  for  inclusion 
in  the  dose  calculations. 

(Iv)  Numerical  definitions  of  dose 
shall  be  based  on  an  absorbed  fraction 
method  of  radiation  absorbed  dose  cal¬ 
culation,  such  as  the  system  set  forth  by 
the  Medical  Internal  Radiation  Dose 
Coihmittee  of  the  Society  of  Nuclear 
Medicine,  or  the  system  set  forth  by  the 
International  Commission  on  Radiologi- 
ced  Protection. 

(c)  A  Radioactive  Drug  Research 
Committee,  in  order  to  comply  with  par¬ 
agraph  (b)(1)  of  this  section,  shall  be 
composed,  shall  fimctlon,  and  shall  ob¬ 
tain  and  maintain  approval  of  the  Food 
and  Drug  Administration  in  conformity 
with  the  fcdlowing: 

(1)  Membership.  A  Radioactive  Drug 
Research  Committee  shall  consist  Of  at 
least  five  individuals.  Each  committee 
Shall  include  the  following  three  indi¬ 
viduals:  (DA  physician  recognized  as  a 
specialist  in  nuclear  medicine.  (2)  a 
person  qualified  by  training  and  experi¬ 
ence  to  formulate  radioactive  drugs,  and 
(3)  a  person  with  special  competence  in 
radiation  safety  and  radiation  dosimetry. 
The  remainder  of  the  committee  shall 
consist  of  individuals  qualified  in  vari¬ 
ous  disciplines  pertinent  to  the  field  of 
nuclear  medicine  (e.g.,  radiology.  In¬ 
ternal  medicine,  clinical  pathology, 
hematology,  endocrinology,  radiation 
therapy,  radiation  physics,  radiation  bio¬ 
physics,  health  physics,  and  radio- 
pharmacy).  Meml^r^lp  shall  be  suffi¬ 
ciently  diverse  to  permit  expert  review 
of  the  technical  and  scientific  aspects  of 
proposals  submitted  to  the  committee. 
Ihe  addition  of  consultants  in  other  per¬ 
tinent  medical  disciplines  is  encouraged. 
A  Radioactive  Drug  Research  Commit¬ 
tee  shall  be  either  associated  with  a 
medical  Institution  operated  for  care  of 
patients  and  with  sufficient  scientific  ex¬ 
pertise  to  allow  for  selection  of  commit¬ 
tee  members  from  its  faculty,  or  with  a 
committee  established  by  a  State  author¬ 
ity  to  provide  advice  on  radiation  health 
matters.  Joint  committees  Involving 
more  than  one  medical  institutioii  which 
have  been  established  in  order  to  adileve 


a  high  level  and  diversity  of  experience 
will  be  acceptable.  The  Director  of  the 
Bureau  of  Drugs  may  modify  any  of  the 
foregoing  requirements  in  a  particular 
situation  where  alternative  factors  pro¬ 
vide  substantially  the  same  composition 
and  association. 

(2)  Function.  Each  Radioactive  Drug 
Research  Committee  shall  select  a  chair¬ 
man,  who  shall  sign  all  applications, 
minutes,  and  reports  of  the  committee. 
Each  committee  shall  meet  at  least  once 
each  quarter  in  which  research  activity 
has  been  authorized  or  conducted.  A 
quorum  cemsisting  of  more  than  50  per¬ 
cent  of  the  membership  must  be  present 
with  appropriate  representation  of  the 
required  fields  of  specialization.  Minutes 
shall  be  kept  and  shall  include  the  nu¬ 
merical  results  of  votes  on  protocols  in¬ 
volving  use  in  human  subjects.  No  mem¬ 
ber  shall  vote  on  a  protocol  in  which  he 
is  an  Investigator. 

(3)  Reports.  Each  Radioactive  Drug 
Research  Committee  shall  submit  an 
annual  report  on  or  before  January  31  of 
each  year  to  the  Food  and  Drug  Admin¬ 
istration.  Bureau  of  Drugs.  HFD-150. 
5600  Fishers  Lane,  Rockville.  MD  20852. 
The  annual  report  shall  include  the 
names  and  qualifications  of  the  members 
of,  and  of  any  consviltants  used  by.  the 
Radioactive  Drug  Research  Committee, 
and.  for  each  study  conducted  during  the 
preceding  year,  a  summary  of  informa¬ 
tion  presented  in  the  following  format: 
Bepobt  on  Reseabch  Use  or  Radioactivx  Dbvo 

1.  Title  of  the  research  project. 

a.  Brief  description  of  the  purpose  of  the 
research  project. 

3.  Name  of  the  Investigator  responsible. 

4.  Pharmacological  dose: 

a.  Active  Ingredients. 

b.  Maximum  amount  administered  per 
subject. 

5.  Name  of  the  radlonucllde(s)  used.  In¬ 
cluding  any  present,  as  significant  oontami* 
nants  or  Impurities. 

0.  Radiation  absorbed  dose.  Give  the  meth¬ 
ods  by  which  radiation  dose  commitment  was 
estimated,  such  as  by  calculation,  by  In  vivo 
meastirements,  by  uptake  excretion,  or  by 
other  methods.  For  each  subject;  provide: 

a.  Age,  sex. 

b.  Amount  of  each  radionuclide  adminis¬ 
tered. 

e.  Estimated  absorbed  dose  per  single  ad¬ 
ministration  of  radioactive  drug,  expressed 
as  whole  body,  active  blood-forming  organs, 
lens  of  the  eye,  gonads,  and  other  organ  dose. 

d.  If  more  than  one  administration  of  a 
tadloactlve  drug  per  subject,  cumulative 
radiation  doee  and  dose  commitment,  ex¬ 
pressed  as  whole  body,  active  blood-forming 
organs,  lens  of  the  eye.  gonads,  and  other 
organ  doses  from  the  administered  radlo- 
nucUdes. 

7.  A  claim  of  confidentiality.  If  any. 

Note:  Contents  of  this  report  are  available 
for  pubUe  disclosure  unless  confidentiality 
is  requested  by  the  Investigator  and  It  is 
adequately  shown  by  the  Investigator  that 
the  report  constitutes  a  trade  secret  or  con¬ 
fidential  commercial  Information  as  defined 
In  21  CFR  4.61. 


Investigator 


Chairman.  Radiation 
Safe^  Committee 
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At  any  time  a  proposal  is  approved  which 
involves  exposure  either  of  more  than 
30  research  subjects,  or  of  any  research 
subject  under  18  years  of  age.  the  com¬ 
mittee  shall  Immediately  submit  to  the 
Food  and  Drug  Administration  a  special 
summary  of  information  In  the  format 
shown  in  this  paragrapdi.  Contents  of 
these  reports  are  available  for  public 
disclosure,  unless  confidentiality  is  re¬ 
quested  by  the  Investigator  and  it  is  ade¬ 
quately  shown  by  the  investigator  that 
the  report  constitutes  a  trade  secret  or 
confidential  commercial  information  as 
defined  in  §  4.61  of  this  chapter. 

(4)  Approval.  Each  Radioactive  Drug 
Research  Committee  shall  be  specifically 
approved  by  the  Bureau  of  Drugs  of  the 
FHsod  and  Drug  Administration.  Applica¬ 
tions  shall  be  submitted  to  the  Food  and 
Drug  Administration,  Bureau  of  Drugs, 
HFD-150,  5600  Fishers  Lane.  RockvlUe, 
MD  20852,  and  shall  contain  the  names 
and  qualifications  of  the  members  of  the 
committee,  and  a  statement  that  the 
committee  agrees  to  comply  with  the 
requirements  set  forth  in  tois  section. 
Approval  shall  be  based  upon  an  assess¬ 
ment  of  the  qualifications  of  the  mem¬ 
bers  of  the  committee,  and  the  assur¬ 
ance  that  all  necessary  fi^ds  of  expertise 
are  covered.  Approval  of  a  committee 
may  be  withdrawn  at  any  time  for  fail¬ 
ure  of  the  committee  to  comply  with  any 
of  the  requirements  of  this  section.  Ap¬ 
proval  of  a  committee  shall  remain 
effective  unless  and  until  the  FDA  with¬ 
draws  such  approval.  Changes  in  mem¬ 
bership  and  applications  for  new  mem¬ 
bers  shall  be  submitted  to  the  Food  and 
Drug  Administration  as  soon  as,  or  be¬ 
fore.  vacancies  occur  on  the  committee. 

(5)  Monitoring.  The  Food  and  Drug 
Administration  shall  ccmduct  periodic 
reviews  of  approved  committees.  Moni¬ 
toring  of  the  activities  of  the  committee 
shall  be  conducted  through  review  of  its 
annual  rowrt,  through  review  of  minutes 
and  fun  protoc(^  for  certain  studies,  and 
through  on-site  inspections. 

(d)  In  moiring  the  determinations  re¬ 
quired  in  paragraph  (h)(1)  of  this  sec¬ 
tion,  a  Radiation  Safety  Committee  shall 
consider  the  following  requirements  and 
assure  that  each  is  met: 

(1)  Radiation  dose  to  subjects.  To 
assure  that  the  radiation  dose  to  re- 
sparrh  subjects  is  as  low  as  practicable 
to  perform  the  study  and  meet  the  cri¬ 
teria  of  §364.1  (1^(3),  the  Radioactive 
Drug  Research  Committee  shaH  require 
that: 

(t>  The  mvesttgator  provide  absorbed 
dose  calculations  based  on  biologic  dis¬ 
tribution  data  available  from  published 
literature  or  from  other  valid  studies. 

(ii)  The  investigator  provide  for  an 
acceptable  method  of  radioasaay  of  the 
radioactive  drug  prior  to  its  use  to  assure 
that  the  doce  calculations  actually  reflect 
ttie  adnrinlBtered  doce. 

(fli)  The  radioactive  drug  chosen  for 
the  study  has  that  combi  tiafion  of-half- 
Mfe,  tjrpes  of  radiations,  radiation  energy, 
metabolism,  chemical  properties,  etc., 
which  results  in  the  lowest  dose  to  the 
arhair  body  or  specific  organs  with  which 
it  Is  pos^lde  ta  obtain  the  necessary 
informatlcHi. 


(iv)  The  investigator  utilize  adequate 
and  appropriate  instrumentation  for  the 
detection  and  measiuement  of  the  spe¬ 
cific  radionuclide. 

(2)  Pharmacological  dosage.  To  de¬ 
termine  that  the  amotmt  of  active  in¬ 
gredients  to  be  administered  does  not 
exceed  the  limitatlcms  set  forth  in  para¬ 
graph  (b)  (2)  of  this  section,  the  com¬ 
mittee  shall  require  that  the  investigator 
provide  pharmacological  dose  calcula¬ 
tions  bas^  on  data  available  from  pub¬ 
lished  literature  or  from  other  valid 
human  studies. 

(3)  Qualifications  of  investigators. 
Each  investigator  shall  be  qualified  by 
training  and  experience  to  conduct  the 
proposed  research  studies. 

(4)  License  to  handle  radioactive  ma¬ 
terials.  The  responsible  investigator  or 
institutions  shall.  In  the  case  of  reactor- 
produced  isotopes,  be  licensed  by  the 
Nuclear  Regulatory  Commission  or 
Agreement  State  to  possess  and  use  the 
specific  radionuclides  for  research  use  or 
be  a  listed  investigator  under  a  broad  li¬ 
cense,  or  in  the  case  of  non-reactor-pro¬ 
duced  isotopes,  be  licensed  by  other  ap¬ 
propriate  State  or  local  authorities,  when 
required  by  State  or  local  law,  to  possess 
and  use  the  specific  radionuclides  for  re¬ 
search  use. 

(5)  Human  research  subjeefs.  Each  In¬ 
vestigator  .shall  select  appropriate  human 
subjects  and  shall  obtain  the  consent  of 
such  human  beings  or  their  representa¬ 
tives  in  accordance  with  §  310.102  of  this 
chaptn*.  The  research  subjects  shall  be 
at  least  18  years  of  age  and  legally  com¬ 
petent.  Exceptions  are  permitted  only  In 
those  special  situations  when  it  can  be 
demonstrated  to  the  committee  that  the 
study  presents  a  unique  opportunity  to 
gain  information  not  presently  available 
and  requires  the  use  of  research  subjects 
less  than  18  years  of  age  and  is  without 
significant  risk  to  the  subject.  Studies 
Involving  minors  shall  be  supported  wtth 
review  by  qualified  pediatric  consultants 
to  ttie  Radioactive  Drug  Research  C^jm- 
mlttee.  Each  female  research  subject  of 
child-bearing  potential  shall  state  In 
writing  that  she  is  not  pregnant,  or.  on 
the  basis  of  a  pregnancy  test,  1^  con¬ 
firmed  as  not  pregnant  before  she  may 
participate  in  any  study. 

(6)  Quality  of  radioactive  drug.  The 
radioactive  drug  used  hi  the  research 
study  shall  meet  appropriate  chemical, 
pharmaceutical,  radiochemical,  and 
radionucHtfic  standards  of  identity, 
strength,  quality,  and  purity  as  needed 
for  safety  and  be  of  such  uniform  and 
reproducible  quality  as  to  give  signifi¬ 
cance  to  the  research  study  conducted. 
The  Radioactive  Drug  Research  Commit¬ 
tee  shall  determine  that  radioactive  ma¬ 
terials  for  parenteral  use  are  prepared 
in  sterile  and  pyrogen-free  form. 

(7)  Research  protocol.  No  matter  how 
small  the  amount  of  radioactivity,  no 
study  involving  administration  of  a  ra¬ 
dioactive  drug,  as  defined  in  9  310.3  (n) 
of  this  chapter,  to  research  subjects 
under  this  section,  shall  be  permitted 
uxiless  the  Radioactive  Drug  Research 
Committee  condudea,  in  Its  judgment, 
that  scientific  knowledge  and  benefit  Is 


likely  to  result  from  that  study.  There¬ 
fore,  the  protocol  shall  be  bas^  upon  a 
sound  rationale  derived  from  appropriate 
animal  studies  or  published  literature 
and  shall  be  ot  sound  design  such  that 
information  of  scientific  value  may  re¬ 
sult.  The  radiation  dose  shall  be  both 
sufficient  and  no  greater  than  necessary 
to  obtain  valid  measiu’ement.  The  pro¬ 
jected  number  of  subjects  shall  be  suffi¬ 
cient  but  no  greater  than  necessary  for 
the  purpose  of  the  study.  The  number 
of  subjects  shall  also  reflect  the  fact 
that  the  study  is  intended  to  obtain  basic 
research  information  referred  to  in  para¬ 
graph  (a)  of  this  section  and  not  in¬ 
tended  for  immediate  therapeutic, 
diagnostic  or  similar  purposes  or  to  de¬ 
termine  the  safety  and  effectiveness  of 
the  drug  In  humans  for  such  purposes 
(l.e..  to  carry  out  a  clinical  trial). 

(8)  Adverse  reactions.  The  investiga¬ 
tor  shall  immediately  report  to  the  Radi¬ 
oactive  Drug  Research  CcMnmlttee  all 
adverse  effects  associated  with  the  use 
of  the  radioactive  drug  in  the  research 
study.  All  adverse  reactlcms  luipbably  at¬ 
tributable  to  the  use  of  the  radioactive 
drug  in  the  research  study  shall  be  im¬ 
mediately  reported  by  the  Radioactive 
Drug  Research  CTommiitee  to  the  Food 
and  DrugAdminlstration,  Bureau  of 
Drugs,  HFD-150,  5600  Fishers  Lane, 
Rockville.  MD  20852. 

(9)  Approval  by  Institutional  Review 
Committee.  The  investigator  shall  ob¬ 
tain  the  review  and  approval  of  an  In¬ 
stitutional  Review  Committee  which 
conforms  to  the  requirements  of  45  CFR 
Part  46. 

(e)  The  results  of  any  research  con¬ 
ducted  pursuant  to  this  section  as  part 
of  the  evaluation  of  a  drug  pursuant  to 
§  312.1  of  this  chapter  shall  be  Included 
in  the  submissions  required  under  9  312.1 
of  this  chapter. 

(f )  A  radioactive  drug  prepared,  pack¬ 
aged,  distributed,  and  primarily  Intended 
for  use  in  accordance  with  the  require¬ 
ments  of  this  section  shall  be  exempt 
from  section  503(D  (1)  of  the  act  and 
II  201.5  and  201.100  of  this  chapter  if 
the  packaging,  label,  and  labeling  are 
in  compliance  with  Federal.  State,  and 
local  law  regarding  radioactive  materials 
and  if  the  label  of  the  immediate  con¬ 
tainer  and  shielded  container,  if  any, 
either  separate  from  or  as  part  at  any 
label  and  labeling  required  for  radioac¬ 
tive  materials  by  the  Nuclear  Regulatory 
Commission  or  by  State  or  local  radiolog¬ 
ical  health  authorities  bear  the  follow¬ 
ing: 

(1)  The  statement  “Caution:  Federal 
law  prohlbitB  dispensing  withemt  pre¬ 
scription"; 

(2)  The  statement  “To  be  adminis¬ 
tered  in  compliance  with  the  require¬ 
ments  of  Federal  regulations  regarding 
radioactive  drugs  for  research  use  (21 
CFR  361.1)”; 

(3)  The  established  name  ef  the  drug, 
if  any; 

(4)  The  established  name  and  quan¬ 
tity  of  each  active  Ingredient; 

(5)  The  name  and  half-life  of  the  ra¬ 
dionuclide,  total  quantity  of  radioactivity 
In  the  drug  product’s  immediate  con- 
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tainer,  and  amount  of  radioactivity 
per  unit  volume  or  unit  mass  at  a  des¬ 
ignated  referenced  time; 

(6)  The  route  of  administration,  if  it 
is  for  other  than  oral  use; 

(7)  The  net  quantity  of  contents; 

(8)  An  identifying  lot  or  control  num¬ 
ber  from  which  it  is  possible  to  deter¬ 
mine  the  complete  manufacturing  his¬ 
tory  of  the  package  of  the  drug; 

(9)  The  name  and  address  of  the  man¬ 
ufacturer,  packer,  or  distributor; 

(10)  The  expiration  date,  if  any; 

(11)  If  the  drug  is  intended  for  par¬ 
enteral  use.  a  statement  as  to  whether 
the  contents  are  sterile; 

(12)  If  the  drug  is  for  other  than  oral 
use,  the  names  of  all  inactive  ingredients, 
exc^t  that: 

(i)  Trace  amounts  of  harmless  sub¬ 
stances  added  solely  for  individual  prod¬ 
uct  identification  need  not  be  named. 

(ii)  If  the  drug  is  intended  for  par¬ 
enteral  use,  the  quantity  or  proportion  of 
all  inactive  ingr^lents,  except  that  in¬ 
gredients  added  to  adjust  pH  or  to  make 
the  drug  isotonic  may  be  declared  by 
name  and  a  statement  of  their  effect;  if 
the  vehicle  is  water  for  injection,  it  need 
not  be  named.  Provided,  however.  That 
In  the  case'  of  containers  too  small  or 
otherwise  unable  to  accommodate  a  label 
with  sufficient  space  to  bear  all  such  in¬ 
formation,  the  information  required  by 
paragraph  (f)  (1)  and  (12)  of  this  sec¬ 
tion  may  be  placed  on  the  shielded  con¬ 
tainer  only. 

Effective  date:  Hiis  regulation  shall 
become  effective  on  July  25,  1975.  This 
date  is  necessary  because  of  the  various 
effective  dates  set  forth  for  specific 
changes  relating  to  the  transitional  regu¬ 
lation  of  radioactive  new  drugs  from  the 
Nuclear  Regulatory  Commission  to  the 
Food  and  Drug  Administration,  and  the 
need  for  this  regulation  to  be  in  force  as 
soon  as  possible  so  that  there  will  be 
regulatory  control  over  the  safety  and 
effectiveness  of  all  radioactive  drugs. 

(Sees.  606,  701(a),  62  Btat.  1052-1053,  aa 
amended,  1065  (21  UA.C.  355,  371(a));  the 
Public  Health  Service  Act  (sec.  351,  58  Stat. 
702,  as  amended  (42  UA.O.  262) ) 

Dated:  July  18.  1975. 

A.  M.  Schmidt, 

Commissioner  of  Food  and  Drugs. 

(PR  Doc.76-19316  Piled  7-24-75;8:45  am] 


[Do<diet  No.  76N-0068] 

RADIOACTIVE  BIOLOGICAL  PRODUCTS 
Reassignment  of  Responsibility 

By  this  regulation,  the  Commissioner 
of  Food  and  Drugs  is  reassigning  respon¬ 
sibility  within  the  Food  and  Drug  Ad¬ 
ministration  for  regulating  radioactive 
biological  products  from  the  Bureau  of 
Biologies  to  the  Bureau  of  Drugs.  As  a 
result  of  this  reassignment,  manufac¬ 
turers  of  radioactive  biological  products 
will  be  required  to  comply  with  the  re¬ 
quirements  for  drugs  (including  sub¬ 
mitting  new  drug  applications  and  pe¬ 
riodic  reports)  for  such  products  in  lieu 
of  the  requirements  for  biological  prod¬ 


ucts  (including  submitting  establishment 
and  product  license  applications).  All 
future  correspondence  and  submissions 
regarding  radioactive  biological  products 
shall  be  directed  to  the  Bureau  of  Drugs. 
This  order  becomes  effective  August  25, 
1975. 

The  Division  of  Biologies  Standards 
(DBS)  was  transferred  from  the  Na¬ 
tional  Institutes  of  Health  to  the  Food 
and  Drug  Administration  (FDA)  and  re¬ 
named  the  Bureau  of  Biologies  (notice  of 
which  was  published  in  the  Federal 
Register  of  June  29,  1972  (37  FR 
12865) ).  As  the  first  step  in  effecting  an 
orderly  transfer,  the  DM  was  appended 
to  the  FDA  as  a  Bureau  without  any 
realignment  of  overlapping  or  related 
functions  that  had  developed  between 
DBS  and  FDA  based  on  historical,  statu¬ 
tory,  and  organizational  distinctions. 

Since  the  transfer  of  DBS  to  PDA,  the 
Commissioner  has  reviewed  those  activ¬ 
ities  that  historically  have  been  con¬ 
ducted  by  DBS  and  the  Bureau  of  Bio¬ 
logies  under  section  351  of  the  Public 
Health  Service  Act  as  well  as  those  con¬ 
ducted  by  the  FDA,  principally  the  Bu¬ 
reau  of  Drugs,  under  the  Federal  Pood, 
Drug,  and  Cosmetic  Act.  He  concludes 
that  there  is  a  need  for  some  reassign¬ 
ment  of  activities  regarding  radioactive 
drugs  between  the  Bureau  of  Biologies 
and  the  Bureau  of  Drugs  to  provide  uni¬ 
formity  in  processing  and  a  focal  point 
for  action  within  FDA  for  this  category 
of  products. 

The  Bureau  of  Biologies  currently  ex¬ 
ercises  primary  control  over  those  radio¬ 
active  drugs  which  contain  a  biological 
product  in  addition  to  a  radionuclide; 
such  products  have  been  subject  to  li¬ 
censure  under  section  351  of  the  Ihibllc 
Health  Service  Act  The  Bureau  of  Drugs 
regulates  all  other  radioactive  drugs. 

Radioactive  biological  products,  how¬ 
ever,  in  addition  to  being  subject  to  sec¬ 
tion  351  of  the  Public  Health  Service  Act, 
are  also  “drugs”  and  “new  drugs”  as 
those  terms  are  defined  in  section  201  (g) 
and  (p),  respectively,  of  the  Federal 
Food,  Drug,  and  Cosmetic  Act  and  are 
therefore  subject  to  the  drug  provisions 
of  the  Federal  Fhod,  Drug,  and  Cosmetic 
Act,  Including  the  new  drug  provisions. 
Recognizing  this  dual  Jurisdiction  over 
biological  products,  the  Department  of 
Health,  Education,  and  Welfare  decided 
many  years  ago  (prior  to  the  transfer  of 
DBS  to  FDA)  that  to  market  a  biological 
product  a  manufacturer  should  not  be 
required  to  submit  both  a  license  appli¬ 
cation  under  section  351  of  the  Public 
Health  Service  Act  and  a  new  drug  ap¬ 
plication  under  section  505  of  the  Federal 
Pood,  Drug,  and  Cosmetic  Act.  To  re¬ 
quire  such  dual  submissions  would  have 
resulted  in  unnecessary  duplication  of 
effort,  both  by  the  manufacturer  and  by 
the  Department.  Instead,  to  avoid  such 
duplication,  only  license  applications  im- 
der  section  351  of  the  Public  Health  Serv¬ 
ice  Act  would  be  required.  The  new  drug 
regulations  (21  CFR  310.4)  were  amend¬ 
ed  to  state  that  a  new  drug  would  not  be 
deemed  subject  to  the  new  drug  provi¬ 
sions  of  the  Federal  Food.  Drug,  and 
Cosmetic  Act  if  it  is  a  drug  licensed  as  a 


biological  product  under  the  Public 
Health  Service  Act. 

The  Commissioner  now  concludes  that, 
since  radioactive  drugs,  including  radio¬ 
active  blologlcsd  products,  are  drugs  in 
which  the  radioactive  component  is  of 
primary  interest,  all  radioactive  drugs 
should  be  regulated  through  only  one 
Bureau  to  achieve  uniformity  of  treat¬ 
ment  through  a  single  contact  point.  The 
Commissioner  further  concludes  that  the 
Bureau  of  Drugs  should  be  responsible 
for  all  radioactive  drugs  because  of  its 
existing  organizational,  structure  and 
staffing.  The  Bureau  of  Biologies  will 
provide  the  Bureau  of  Drugs  needed  ex¬ 
pertise  with  respect  to  the  biological 
component  of  radioactive  biological 
products  and  will  test  all  samples  of  such 
products  that  are  submitted  in  support 
of  new  drug  applications. 

As  a  result  of  this  decision  to  transfer 
responsibility  for  radioactive  biological 
pn^ucts  from  the  Bureau  of  Biologies  to 
the  Bureau  of  Drugs,  all  future  applica¬ 
tions  and  submissions  for  radioactive 
drugs,  including  radioactive  biological 
products,  shall  be  in  the  format  and 
follow  the  procedures  prescribed  in  21 
CFR  Part  314.  For  radioactive  biological 
products,  the  new  drug  application  pre¬ 
scribed  in  21  CFR  314.1  will  be  deemed 
to  constitute  the  establishment  and 
product  license  applications  required  for 
biological  products;  approval  of  the  new 
drug  application  shall  be  in  lieu  of  issu¬ 
ing  a  product  and  an  establishment 
license.  The  requirement  to  submit  new 
drug  applications  is  not  expected  to  im¬ 
pose  any  hardship  on  manufacturers  of 
radioactive  biologicals.  The  evidence  re¬ 
quired  to  establish  safety  and  effective¬ 
ness  are  essentially  the  same  for  both 
biological  products  and  new  drugs.  These 
are  firms  now  holding  biological  product 
licenses  for  radioactive  biological  prod¬ 
ucts,  and  all  of  them  also  manufacture 
other  products  requiring  new  drug  ap¬ 
plications.  The  impact  on  the  regulat^ 
industry  should,  therefore,  not  be  signi¬ 
ficant.  The  Commissioner  advises  that,  if 
any  iierson  is  preparing  a  biological 
product  license  application,  he  should 
submit  it  within  30  days  in  order  to  have 
it  processed  in  that  form. 

In  addition,  compliance  with  the  pro¬ 
visions  of  21  CFR  Part  314  shall  be 
deemed  to  constitute  compliance  wltti 
the  provisions  of  Subchapter  F,  the 
biological  product  regulations,  unless  the 
Commissioner  makes  a  determination 
that  a  particular  regulation  in  Sub¬ 
chapter  F  shall  be  applicable  to  radio¬ 
active  drugs  containing  a  biological 
product.  Application  of  a  Subchapter  F 
regulation  will  only  be  made  when  the 
Commissioner  concludes  that  it  is  neces¬ 
sary  to  assure  the  safety  or  effectiveness 
of  the  product,  is  not  duplicative  of  the 
requirements  in  Part  314,  and  is  to  as¬ 
sure  the  same  degree  of  regulatory  con¬ 
trol  currently  exercised  over  such  prod¬ 
ucts.  The  Commissioner  has  reviewed  the 
provisions  of  Subchapter  F  and  con¬ 
cludes  at  this  time  that  the  provisions 
of  S  610.2  Requests  for  samples  and  pro¬ 
tocols;  official  release  shall  remain  ap¬ 
plicable  to  radioactive  drugs  containing 
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a  biological  product.  Appropriate 
changes  have  been  made  to  this  section 
to  reflect  that  the  Director  of  the  Bu¬ 
reau  of  Drugs  may  use  this  section  for 
radioactive  drugs  containing  a  biological 
product  when  It  Is  deemed  necessary  for 
the  safety,  purity,  or  potency  of  the 
product. 

To  effect  the  transfer  of  responsibility, 
amendments  must  be  made  in  21  CPR 
Parts  310,  312,  314,.  600,  601,  and  610.  In 
Part  310,  §  310.4  provides  the  exemption, 
previously  discussed,  that  a  licensed 
biological  product  ne^  not  also  be  sub¬ 
ject  to  an  approved  new  dnig  appli¬ 
cation;  that  section  is  amended  to  ex¬ 
clude  radioactive  Wologlcal  products 
from  this  exemption.  In  Part  312, 
§  312.1(g)  currently  provides  that  a 
“Notice  of  Claimed  Investigational  Ex¬ 
emption  for  a  New  Drug”  (IND)  for  a 
biological  product  be  submitted  to  the 
Bureau  of  Biologies;  this  section  is 
amended  to  provide  that  an  IND  for 
a  radioactive  biological  product  be  sub¬ 
mitted  to  the  Bureau  of  Drugs.  In  Part 
314,  i  314.110(a)  (7)  provides  that  a  new 
drug  application  will  be  refused  for 
filing  if  the  drug  is  subject  to  licensing 
imder  the  Public  Health  Service  Act;  this 
section  is  amended  to  permit  filing  of  a 
new  drug  application  for  a  radioactive 
biological  product.  Part  600  Is  amended 
in  §  600.3  to  include  a  definition  of  a 
radioactive  biological  product,  which  is 
defined  as  a  biological  product  labeled 
with  a  radionuclide  or  a  biological  prod¬ 
uct  intended  solely  to  be  labeled  with  a 
radionuclide.  (El^where  in  this  issue 
of  the  Federai.  Register,  the  Commis¬ 
sioner  is  issuing  a  final  regulation  on 
radioactive  drugs  which  includes  a  defi¬ 
nition  of  “radioactive  drug”  in  Part  310; 
this  definition  cross-references  the  new 
definition  In  Part  600.)  In  Part  601, 
S  601.2  currently  outlines  the  procedures 
for  filing  applications  for  establishment 
and  product  licenses  or  biologies;  this 
section  is  amended  to  provide  that  radio¬ 
active  biological  products  shall  be 
covered  by  new  drug  applications  and 
not  by  biological  product  licenses.  Part 
610  is  amended  as  discussed  above. 

These  changes  are  prospective  in 
nature.  Every  biological  product  li¬ 
censed  prior  to  July  1,  1972,  is  currently 
under  review  for  safety,  effectiveness, 
and  impropriate  labeling,  as  described  in 
21  CPR  601.25.  The  product  license  for 
such  a  radioactive  biological  product, 
together  with  portions  of  the  establish¬ 
ment  license  relevant  to  the  require¬ 
ments  for  a  new  drug  application,  now 
constitutes  an  approved  new  drug  ap¬ 
plication  imder  section  505  of  the  Fed¬ 
eral  Food,  Drug,  and  Cosmetic  Act.  Any 
such  products,  even  through- new  subject 
to  new  drug  applications,  will  rranain 
subject  to  the  biifioglcal  product  review, 
because  they  were  licens^  as  biological 
products  before  July  1, 1972.  Those  prod¬ 
ucts  which  are  found  to  be  unsafe,  or 
ineffective,  or  misbranded  will  be  sub¬ 
ject  to  regulatory  action.  Those  which 
are  determined  to  be  safe,  effective  and 
not  misbranded  may  continue  to  be 
marketed;  in  addition,  the  conditions 
under  which  an  Identical,  similar  or  re¬ 


lated  product  may  be  introduced  to  the 
market  (t.e.,  full  new  drug  application, 
abbreviated  new  drug  applications,  or 
other  conditions)  will  be  determined  at 
that  time. 

A  new  drug  application  does  not  have 
to  be  submitted  for  any  radioactive  bi¬ 
ological  product  licensed  after  July  1, 
1972,  and  before  the  effective  date  of  this 
order.  The  product  license  for  such  a  ra¬ 
dioactive  biological  product,  together 
with  portions  of  the  establishment  license 
relevant  to  the  requirements  for  a  new 
drug  application,  now  constitutes  an  ap¬ 
proved  new  drug  application  under  sec¬ 
tion  505  of  the  Federal  Food,  Drug,  and 
Cosmetic  Act. 

Any  radioactive  biological  product  for 
which  a  license  application  is  pending  on 
the  effective  date  of  this  order  will  be 
processed  and  approved  or  disapproved 
as  submitted.  Agsdn,  no  new  drug  ap¬ 
plication  need  be  submitted  for  these 
products.  If  the  product  is  found  ac¬ 
ceptable  for  licensure,  it  will  be  approved 
as  a  new  drug  application  in  lieu  of  is¬ 
suance  of  a  product  license. 

Future  changes  in  all  approved  radio¬ 
active  biological  products  will  be  subject 
to  sumlemental  new  drug  applications 
(21  CFR  314.8)  rather  than  amendments 
to  the  license.  Likewise,  all  radioactive 
biological  products  are  subject  to  the 
records  and  reports  requirements  of  21 
CFR  310.300  after  the  effective  date  of 
this  section. 

Every  current  “Notice  of  Claimed  In¬ 
vestigational  Ekemption  for  a  New  Drug” 
for  a  radioactive  biological  product  will 
be  transferred  to  the  Bureau  of  Drugs. 
Any  amendments  of  or  supplements  to 
any  such  notice,  and  all  progress  reports 
regarding  such  notice,  shall  be  filed  in 
the  future  with  the  Bureau  of  Drugs. 
Any  new  “Notice  of  Claimed  Investiga¬ 
tional  Exemption  for  a  New  Drug”  for  a 
radioactive  biological  product  shall  be 
submitted  directly  to  the  Bureau  of 
Drugs. 

For  all  radioactive  biological  products. 
Including  any  .subject  to  pending  ap¬ 
plication  for  licensure  on  the  effective 
date  of  this  order,  all  correspondence, 
“Notices  of  Claimed  Investigational  Ex¬ 
emption  for  a  New  Drugs,”  and  original 
and  supplemental  new  drug  applications 
shall  be  submitted  to  the  ^vision  of 
Oncology  and  Radiopharmaceutical 
Drug  Products  (HFD-150),  Bureau  of 
Drugs,  Food  and  Drug  Administration, 
5600  ^hers  Lane,  Rockville,  MD  20852. 
All  samples  of  radioactive  biological 
products  submitted  in  support  of  a  new 
drug  application  shall,  when  notified  by 
the  Bureau  of  Drugs,  be  sent  directly  to 
the  Bureau  of  Biologies,  Food  and  Drug 
Administration,  Bldg.  29A,  8800  Rock¬ 
ville  Pike,  Bethesda,  MD  20014. 

The  Commissioner  notes  that  the  la¬ 
beling  standards  under  Part  610,  Sub¬ 
part  G,  of  Subchapter  F  will  no  longer 
apply  to  radioactive  biological  products; 
Instead,  the  requirements  of  21  CFR 
Part  201  of  Subchapter  C  will  be  ap¬ 
plicable.  In  particular,  this  means  that 
the  manufacturer’s  license  number  ap¬ 
pearing  on  the  container  and  package 
labels  (21  CFR  610.60(a)  (2)  and  610.61 
(b) )  is  no  longer  required.  To  permit  an 


orderly  and  economical  transition  re¬ 
garding  labels  and  labeling  of  marketed 
products,  the  Commissioner  will  delay 
the  effective  date  on  which  marketed  ra¬ 
dioactive  biological  products  must  com¬ 
ply  with  the  requirements  of  Part  201 
until  the  date  on  which  new  labels  and  / 
or  labeling  is  printed  by  the  manufac¬ 
turer  of  such  product,  or  July  26,  1976, 
whichever  occurs  first. 

Therefore,  under  the  Federal  Food. 
Drug,  and  (Cosmetic  Act  (secs.  505,  701 
(a) ,  52  Stat.  1052-1053  as  amended,  1055 
(21  U.S.C.  355,  371(a) ) ,  the  Public  Health 
Service  Act  (sec.  351,  58  Stat.  702  as 
amended  (42  U.S.C.  262) ) ,  and  under  au¬ 
thority  delegated  to  the  Commissioner 
(21  CPR  2.120),  Chapter  I  of  Title  21  of 
the  C^e  of  Federal  Regulations  is 
amended  as  follows: 

PART  310— NEW  DRUGS 

1.  In  Subpart  A  by  revising  §  310.4  to 
read  as  follow’s: 

§  310.4  Biologies;  pro<lurls  subjei't  lo 
license  control. 

(a)  Except  for  radioactive  biological 
products  Intended  for  human  use,  a  new 
drug  shall  not  be  deemed  to  be  subject 
to  section  505  of  the  act  if  it  is  a  drug 
licensed  under  the  Public  Health  Service 
Act  of  July  1,  1944  (58  Stat.  682,  as 
amended  (42  U.S.C.  201  et  seq.) )  or  un¬ 
der  the  animal  virus,  serum,  and  toxin 
law  of  March  4,  1913  (37  Stat.  832  (21 
U.S.C.  151  et  seq.)). 

(b)  A  radioactive  biological  product 
(as  defined  in  S  600.3  (ee)  of  this  chap¬ 
ter)  intended  for  human  use  is  subject  to 
section  505  of  the  act.  Any  license  for 
such  a  radioactive  biologiccU  product 
which  is  Issued  under  the  Public  Health 
Service  Act  of  July  1,  1944  (58  Stat.  682, 
as  amended  (42  U.S.C.  201  et  seq.) )  and 
which  has  not  been  revoked  or  suspended 
as  of  August  25,  1975  shall  constitute 
an  approved  new  drug  application  in  ef¬ 
fect  under  the  same  terms  and  conditions 
as  set  forth  in  such  license  and  such  por¬ 
tions  of  the  establlshm«it  license  relat¬ 
ing  to  such  product,  which  include  data 
and  Information  required  under  Part  314 
of  this  chapter  for  a  new  drug  applica¬ 
tion.  Any  such  radioactive  biological 
product  for  which  licensure  under  the 
Public  Health  Service  Act  is  pending  on 
August  25,  1975  shall,  upon  determina¬ 
tion  that  it  is  acceptable  for  licensure,  be 
approved  as  a  new  drug  application  in 
lieu  of  issuance  of  a  biolo^cal  product 
license. 


PART  312— NEW  DRUGS  FOR 
INVESTIGATIONAL  USE 

2.  In  5  312.1  by  revising  paragraph  (g) 
to  read  as  follows; 

§  312.1  Conditiom  for  exemption  for 
new  drags  for  investigational  use. 

•  •  •  •  • 

(g)  A  “Notice  of  Claimed  Investiga- 
Ucxial  Ex^ption  for  a  New  Drug”  which 
pertains  to  a  product  subject  to  the  11- 
coislng  provisions  of  the  Public  Health 
Service  Act  of  July  1,  1944  (58  Stat.  682, 
as  amended  (42  n.S.C.  201  et  seq.) )  shall 
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be  submlMed  InltiaBy  to  the  Director.  Bu¬ 
reau  of  Biologies,  8800  Rockville  Pike. 
Bethesda.  MD  20014.  Radioactive  blologi- 
I  cal  products  for  human  use  are  not 
I  deemed  to  be  subject  to  the  licensing  pro- 
I  \  isions  of  the  Public  Health  Service  Act 
(see  S  310.4  of  this  chapter)  and  a  “No¬ 
tice  of  Claimed  Investigational  Exemp¬ 
tion  for  a  New  Drug"  which  pertains  to 
radioactive  biological  products  shall  be 
submitted  to  the  Divtslcm  of  Oncology 
and  Radiophatvnaoeutical  Drug  Products. 
Bureau  of  Drugs,  5600  Fishers  Lane, 
Rockville.  MD  20652.  Amendments  of  or 
supplements  to  such  notice,  and  progress 
reports,  consultations,  or  other  commu¬ 
nications  with  regard  to  the  investiga¬ 
tion  shall  be  directed  to  the  same  office 
to  which  the  original  notice  was  sent.  A 
sponsor  for  a  “Notice  of  Claimed  Inves¬ 
tigational  Baemption  for  a  New  Drug” 
submitted  to  the  Bureau  of  Biologies 
shall  substitute  in  reading  this  section 
“Bureau  of  Biologies’*  for  “Bureau  of 
Drugs”  wherever  It  appears. 

#  •  ^  # 


PART  314— NEW  DRUG  APPLICATIONS 

3.  In  S  314.110  by  revising  paragi*aph 
(a)  (7)  to  read  as  fellows: 

§  314.110  Rcaaena  fur  refu»iing  tu  file 
applicatiiNis. 

(a)  •  •  * 

(7)  Hie  new  drug  is  a  drug,  other 
than  a  radioactive  biological  product  (as 
defined  In  S  600.3 (ee)  of  this  chapter) 
Intended  for  human  use,  subject  to  li¬ 
censing  imder  the  Public  Health  Service 
Act  of  July  1.  1944  (58  Stat.  682.  as 
amended  (42  UB.C.  201  et  seq.) ) . 

%  0  0  0  • 


PART  60»— GENERAL  PROVISIONS 

4.  In  9  600.3  by  adding  a  new  para¬ 
graph  (ee)  to  read  as  follows: 

§  600.3  Defiahioas. 

•  •  •  •  • 

(ee)  “Radioactive  biological  product” 
means  a  biological  product  which  is 
labeled  with  a  radionuclide  or  intended 
j  solely  to  be  labeled  with  a  radionuclide. 


PART  601— LICENSING 

5.  In  §  601.2  by  redesignating  the  pres¬ 
ent  text  as  paragraph  (a)  General  and 
adding  at  the  end  a  new  sentence  and  by 
adding  a  new  paragraph  (b) .  As  revised, 
§  601.2  reads  as  f<^ows: 


RULES  AND  REGULATIONS 

laboratory  and  clinical  studies  which 
dem<xistrate  that  the  manufactured 
product  meets  prescribed  standards  of 
safety,  purity,  and  potency;  a  full  de¬ 
scription  ot  manufacturing  methods; 
data  establi^ing  stability  of  the  prod¬ 
uct  through  the  dating  period;  sam¬ 
ple  (s)  representative  of  the  pitxluct  to 
be  sold,  bartered,  or  exchanged  or  of¬ 
fered,  sent,  carried  or  brought  for  sale, 
barter,  or  exchange;  summaries  of  re¬ 
sults  of  tests  performed  on  the  lot(s) 
r^resented  by  the  submitted  sample(s) ; 
and  specimens  of  the  labels  enclosiues 
and  containers  proposed  to  be  used  for 
the  product.  An  apf:dication  for  license 
shall  not  be  considered  as  filed  until  all 
pertinent  information  and  data  shall 
have  been  received  from  the  manufac¬ 
turer  by  the  Bureau  of  Bk^ogics.  In  lieu 
of  the  procedures  described  in  this  para- 
grraph,  applications  for  radioactive  bio¬ 
logical  products  Shan  be  handled  as  set 
forth  in  paragraph  (b)  of  this  section. 

(b)  Radioactive  biological  products.  In 
lieu  of  submitting  an  establishment  and 
product  license  for  the  manufacture  of 
a  radioactive  biological  product,  as  de¬ 
fined  in  S  600.3  (ee)  of  this  chapter,  the 
manufacturer  of  such  a  product  shaU 
submit  a  new  drug  application  to  the  EH- 
rector.  Division  of  Oncology  and  Radio¬ 
pharmaceutical  Drxig  Products,  Biueau 
of  Drugs.  Food  and  Drug  Administration, 
5600  Fishers  Lane,  Rockville,  MD  20852, 
on  form  FI>-356(H)  as  set  forth  in 
9  314.1(c)(2)  of  this  chapter.  For  such 
products,  the  approval  of  the  new  drug 
application  will  be  in  lieu  of  issuing  a 
product  and  an  establishment  license. 
Ccunpliance  with  the  provlsi<»is  of  Part 
314  of  this  chapter  shall  be  deemed  to 
constitute  compliance  with  the  provisiems 
of  Subchapter  4  of  this  chapter  unless 
the  Commissioner  makes  a  determination 
that  a  particular  regulation  from  Sub¬ 
chapter  F  shall  be  applicable  to  radio¬ 
active  drugs  containing  a  biological 
product,  e.g.,  §  610.2  of  this  chapter. 


PART  610— GENERAL  BIOLOGICAL 
PRODUCTS  STANDARDS 

6.  In  9  610.2  by  redesignating  the  pres¬ 
ent  text  as  i>aragraph  (a)  General  and 
revising  it,  and  by  adding  a  new  para¬ 
graph  (b) .  As  revised,  9  610.2  reads  as 
follows: 

§  610.2  Request  fur  samples  and  proto- 
roL;  offirial  rclea.se. 

(a)  General.  Samples  of  any  lot  of 
any  licensed  product,  except  for  radio¬ 
active  biological  products,  together  with 
the  protocols  showing  results  of  appli¬ 
cable  tests,  may  at  any  time  be  required 
to  be  sent  to  the  Director.  Bureau  of  Bi¬ 
ologies.  Upon  notification  by  the  Director. 
Bureau  of  Biologies,  a  manufacturer 
shall  not  distribute  a  lot  of  a  product 
until  the  lot  is  released  by  the  Director, 
Bureau  of  Biologies:  Provided,  That  the 
IMrector,  Bureau  of  Biologies,  shall  not 
issue  such  notification  except  when 


§  601.2  Applicatiens  for  establishment 
and  piquet  lieenses;  procedures  for 
filing. 

(a)  GenoraL  To  obtain  a  license  for 
any  establishment  or  product,  the  manu¬ 
facturer  shall  make  application  to  the 
Director,  Bureau  of  Biologies,  on  forms 
prescribed  for  sitoh  purpose,  and  in  the 
case  of  an  appUoation  for  a  product  li¬ 
cense.  shall  submit  data  derived  from 
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deemed  necessary  for  the  safety,  purity, 
or  potency  of  the  product. 

(b)  Radioactive  biological  products. 
Samples  of  tmy  lot  of  a  radioactive  bio¬ 
logical  product,  as  defined  in  9  600.3 (ee) 
of  this  chapter,  together  with  the  proto¬ 
cols  showing  results  of  applicable  tests, 
may  at  any  time  be  required  to  be  sent  to 
the  Food  and  Drug  Administration  for 
official  release,  l^n  notification  by  the 
Director.  Bureau  of  Drugs,  a  manufac¬ 
turer  shall  not  distribute  a  lot  of  a  radio¬ 
active  biological  product  xmtil  the  lot  is 
released  by  the  Director,  Bureau  of 
Drugs:  Provided.  That  the  Director,  Bu¬ 
reau  of  Drugs  shall  not  issue  such  notifi¬ 
cation  except  when  deemed  necessary 
for  the  safety,  purity,  or  potency  of  the 
product. 

Since  these  changes  concern  internal 
reassignment  of  activities  and  will  pro¬ 
mote  uniform  handling  of  all  radioactive 
drug  products,  the  Commissioner  finds 
that  ^e  changes  covered  by  this  order 
are  such  that,  imder  5  U.S.C.  553,  the 
notice  and  comment  procedure  for  rule 
making  are  unnecessary  and  are  not 
prerequisites  to  this  promulgation.  In 
reaching  this  decision,  the  Commissioner 
has  considered  the  facts  that  less  than 
ten  firms  ciurently  hold  biological  prod¬ 
uct  licenses  for  radioactive  biological 
products,  and  that  all  of  these  firms  also 
hold  approved  new  drug  applications. 
The  Commissioner  also  advises  that  any 
person  currently  preparing  a  biological 
product  license  for  a  radioactive  biolog¬ 
ical  product  may  submit  it  within  30  days 
and  thereafter  will  not  be  required  to  re¬ 
submit  a  new  drug  application  for  the 
product. 

Interested  persons  may,  however,  on  oi 
before  September  23,  1975,  file  with  the 
Hearing  Clerk,  Food  and  Drug  Adminis¬ 
tration.  Rm.  4-65,  5600  Fishers  Lane. 
Rockville,  MD  20852,  written  comments 
in  quintupllcate  on  any  portion  of  the 
order.  Comments  received  will  be  avail¬ 
able  for  public  Inspection  at  the  office 
noted  above  during  working  hours,  Mon¬ 
day  through  Friday.  Any  changes  in  this 
order  justified  by  such  comments  will  be 
the  subject  of  a  further  order  amending 
the  specific  regulations  involved. 

Effective  date.  This  regulation  shall  be 
effective  August  25.  1975,  except  for  the 
requirements  for  labels  and  labeling  of 
radioactive  biological  products.  The 
labels  and  labeling  of  any  marketed 
radioactive  biological  product  must  com¬ 
ply  with  the  requirements  of  21  CFR  Part 
201  on  the  date  on  which  such  labels  and 
labeling  are  next  printed  or  July  26, 1975, 
whichever  occurs  first. 

(Secs.  605,  701(a)  52  Stat.  1052-1053  as 
amended,  1056  (21  UJ3.0.  355,  371(a));  see. 
851,  58  Stat.  702  as  amended  (42  U.S.O  262) ) 

Dated:  July  18, 1975. 

-  A.  M.  SCHIUDT, 

Commissioner  of  Food  and  Drugs. 

[FR  Doc.75-19815  Piled  7-24-T5;8;45  am] 
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NOTICES 


DEPARTMENT  OF  HEALTH. 
EDUCATION,  AND  WELFARE 
Food  and  Dnig  Administration 
(Docket  No.  7SN-0008] 

RADIOACTIVE  DRUGS,  INCLUDING 
BIOLOGICAL  PRODUCTS 

Notice  to  Nuclear  Ptiarmacies  Regarding 
the  Developm^t  of  Proposed  Regula¬ 
tions  and  Interim  Enforcement  Policy 

This  notice  states  the  Interim  enforce¬ 
ment  policy  of  the  Ccnmnissioner  of  Food 
and  ETnigs  regarding  nuclear  pharmacies 
until  definitive  regulations  on  this  matter 
are  Issued  by  the  Food  and  Drug  Admin¬ 
istration.  Under  the  conditions  set  forth 
in  this  notice,  the  agency  will  not  take 
regulatory  action  for  the  failure  of  a 
nuclear  pharmacy  to  comply  with  the  re¬ 
quirements  of  the  Fedend  Food,  Drug, 
and  Cosmetic  Act  or  the  Public  Health 
Service  Act,  except  where  such  regula¬ 
tory  action  is  necessary  to  safegusu’d  the 
public  health. 

Eilsewhere  in  this  issue  of  the  Federal 
Register,  the  Commissioner  is  issuing  a 
final  regulation  terminating  the  exemp¬ 
tion  from  new  drug  requirements  for 
radioactive  drugs.  Including  radioactive 
biological  products.  As  a  result,  manu- 
factiuers  and  distributors  of  these  prod¬ 
ucts  must  comply  with  the  requirements 
of  the  Federal  Food,  Drug,  and  Cosmetic 
Act  and  the  Public  Health  Service  Act, 
and  the  regulations  thereimder,  includ¬ 
ing  registration,  drug  listing,  compliance 
with  current  good  manufacturing  prac¬ 
tices,  marketing  under  an  approved  new 
drug  application  or  biological  product  li¬ 
cense,  research  imder  the  requirements 
for  investigational  drugs,  and  labeling 
and  advertising  requirements.  In  com¬ 
menting  on  the  proposal  published  in  the 
Federal  Register  of  July  29.  1974  (39 
FR  27538) .  which  preceded  this  final  reg¬ 
ulation,  several  persons  inquired  about 
the  legal  obligations  “nuclear  pharma¬ 
cies"  under  the  Federal  Food,  rbnig,  and 
Cosmetic  Act  and  the  Public  Health 
Service  Act  iQ>on  the  effective  date  of 
the  final  regulation,  especially  Insofar 
as  these  “nuclear  pharmacies"  may  be 
deemed  to  be  manufacturing  or  distrib¬ 
uting  these  products  other  than  as  part 
of  the  compounding  and  dispensing  of 
drugs  in  the  ordinary  practice  of 
pharmacy. 


Many  radioactive  drugs.  Including  bio¬ 
logical  products,  because  of  their  short 
half-lives,  must  be  prepared  in  the  final 
dosage  form  shortly  before  they  are  to  be 
used  for  diagnosis  or  treatment  of  dis¬ 
ease  in  man.  In  addition,  the  preparation 
of  radioactive  drugs  requires  a  special 
knowledge  of  radioactive  materials,  in¬ 
volves  the  use  of  special  equipment  and 
facilities,  and,  where  reactor-produced 
radionuclides  are  Invc^ved,  requires  li¬ 
censing  by  the  Nuclear  Regulatory  Ciom- 
missloQ  or  an  Agreement  State.  Certain 
pharmacies,  referred  to  as  “nuclear 
pharmacies,"  cmduct  operations  which 
vary  from  repackaging  or  pr^)aring  ra¬ 
dioactive  drugs  for  administration  to 
more  extensive  and  complex  manufac¬ 
turing  and  compounding  procedures.  In 
most  cases  these  nuclear  pharmacies  are 
afOUated  with,  or  operated  by,  hospitals, 
medical  groups,  clinics,  universities,  med¬ 
ical  schools,  and  public  health  agencies. 
Some  of  these  pharmacies  are  not  so 
afiUiated,  are  privately  owned,  or  are 
operated  by  several  institutions  on  a  co¬ 
operative  basis.  The  radiocu:tlve  drugs 
prepared  by  a  nuclear  pharmacy  may  be 
Intended  solely  for  use  within  the  institu¬ 
tion  in  which  the  pharmacy  is  located, 
or  they  may  be  pr^ared  for  distribution 
to  other  institutions.  For  example,  a  nu¬ 
clear  pharmacy  in  a  university  hospital 
may  prepare  radioactive  drugs  for  dis¬ 
tribution  to  other  hospitals  and  clinics. 

At  present,  pharmacies  are  subject  to 
the  misbranding  and  adulteration  sec¬ 
tions  of  the  Federal  Food,  Drug,  and 
Cosmetic  Act  and  to  the  provisions  of  the 
Public  Health  Service  Act  regarding  the 
licensing  of  biological  products.  If  they 
engage  in  the  manufacture  of  new  drugs, 
they  may  also  be  subject  to  the  new  drug 
provisions  at  the  Federal  Food,  Drug,  and 
Cosmetic  Act.  Pharmacies  are  generally 
exempted  under  sections  510(g)  and  704 
(a)  of  the  Federal  Food,  Drug,  smd  Cos¬ 
metic  Act  frwn  regulations  regarding 
registration,  drug  listing.  Inspection,  and 
compliance  with  current  good  manufac- 
turl^  practices  where  their  (gierations 
are  in  compliance  with  applicable  local 
pharmacy  laws  and  do  not  involve  man¬ 
ufacturing  procedures  other  than  in  the 
regular  course  of  their  business  of  dis¬ 
pensing  or  selling  drugs  at  retail.  Appli¬ 
cation  of  these  rules  and  exemptions  to 
nuclear  pharmacies,  which  woidd  be  an 
immediate  result  of  the  final  regulation 


referred  to  below,  raises  numerous  com¬ 
plex  Issues  or  pi^lems  because  of  the 
unique  nature  of  operations  in  nuclear 
pharmacies. 

To  clarify  the  obligations  of  nuclear 
phaimacles  tinder  the  Federal  Food, 
Drug,  and  Cosmetic  Act  and  the  Public 
Health  Service  Act,  the  Food  aiui  Drug 
Administration  is  drafting  regulations 
which  will  define  those  operations  con¬ 
nected  with  the  preparation  of  radioac¬ 
tive  drugs  and  blolo^cal  products  which 
will  be  regarded  as  mamifacturing  pro- 
cedmes  and  not  part  of  the  practice  of 
pharmacy.  Nuclear  pharmacies  engaged 
in  such  operations  will  then  be  subject  to 
r^Ulations  regarding  registration,  drug 
listing.  Inspection,  new  drug  implications 
or  biological  product  licenses,  compli¬ 
ance  with  current  good  manufactuilng 
practices,  and  related  requirements.  Op¬ 
erations  not  deemed  to  be  manufacturing 
procedures  will  also  be  identified  and 
will  thereafter  be  treated  as  part  of  the 
practice  of  pharmacy.  It  is  anticipated 
that  these  regulations  will  be  pr(HX)6ed  | 
in  the  Federal  Register  in  the  near  fu¬ 
ture.  Interested  persons  will  be  given  60 
days  to  comment  on  the  prcmosed  regu¬ 
lations  and  all  such  comments  will  be 
considered  in  the  preparation  and  pro¬ 
mulgation  of  the  final  regulation. 

The  CcHnmlssloner  advises  that,  until 
the  regulations  outlined  above  are  pro¬ 
posed  and  made  final,  the  Food  and  Drug 
Administration  will  not  take  regulatory 
action  for  the  failure  of  a  nuclear  phar¬ 
macy  to  comply  with  the  requirements  of 
the  Federal  Food,  Drug,  and  Cosmetic 
Act  or  the  Public  Health  Service  Act, 
so  long  as  the  pharmacy  (1)  complies 
with  applicable  local  laws  regulating  the 
practice  of  pharmacy  and  (2)  is  licensed, 
where  applicable,  by  the  Nuclear  Regula¬ 
tory  Commission  or  an  Agreement  State 
to  possess,  use,  or  transfer  radioactive 
drugs,  except  where  the  Commissioner 
determines  that  such  regulatory  action  is 
necessary  to  safeguard  the  public  health. 
The  Food  and  Drug  Administration  is 
adopting  this  policy  as  an  interim  meas- 
luo  to  avoid  any  disruption  in  the  prac¬ 
tice  of  nuclear  pharmacy  and  nuclear 
medicine  throughout  the  United  States. 

Dated;  July  18.  1975. 

A.  M.  Schmidt, 

Commissioner  of  Food  and  Drugs. 
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